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(54) 5-THIA-OMEGA-SUBSTITUTED PHENYL-PROSTAGLANDIN E DERIVATIVES, PROCESS FOR 
PRODUCING THE SAME AND DRUGS CONTAINING THE SAME AS THE ACTIVE 
INGREDIENT 

(57) 5-Thia-co-substituted phenyl-prostaglandin E 
derivatives represented by general formula (I) wherein 
each symbol is as defined in the specification. Because 
of being capable of bonding strongly to PEG 2 receptors 
(inparticular, the subtype EP 4 ), the compounds repre- 
sented by general formula (I) are expected as useful in 
preventing and/or treating immunologic diseases, 
asthma, bone dysplasia, nerve cell death, lung failure, 
hep atop athy, acute hepatitis, nephritis, renal insuffi- 
ciency, hypertension, myocardial ischemia, systemic 
inflammatory syndrome, ambustion pain, sepsis, nemo- - 
phagous syndrome, macrophage activation syndrome, 
Still disease, Kawasaki disease, burn, systemic granu- 
lomatosis, ulcerative colitis, Crohn's disease, hypercy- 
tokinemia at dialysis, multiple organ failure, shock, etc. 
Moreover, these compounds participate in sleep disor- 
ders and platelet aggregation and, therefore, are 
expected as useful in preventing/treating these dis- 
eases. 
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Description 
Field of the Art 



r [ onnll invention relates t0 5-th ia-co-s instituted phenyl-prostaglandin E derivatives 

[0002] More particularly, it relates to 5-thia-(o-substituted phenyl-prostaglandin E derivatives of the formula (I) 
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(I) 



20 (wherein, all the symbols are as defined hereafter). 

Background of the Art 
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[0003] Prostaglandin E 2 (abbreviated as PGE 2 ) has been known as a metabolite in the arachidonate cascade It 
has been known that PGE 2 possesses cyto-protective activity, uterine contractile activity, a pain-inducing effect a oro 

[0004] In the recent study, it was found that PGE 2 receptor was divided into some subtypes which possess different 

ST"?- m T , e r h ^ e :-- At PreSent> f ° Ur rSCept0r SUbtypeS are known and the V ^"ed EP J EP 2 EP 3 Ep! 
(Negishi M. et al, J. Lipid Mediators Cell Signaling, 12, 379-391 (1 995)) 2 3 " 4 

{ 0 °°?th t Pr6Sent 5T If" 5 h3Ve StUdied t0 find the com P° und w Wch can bind to each receptor specifically have 
!hr P resfnt tr n «o P n° U ^ inV6nti ° n ^ bind t0 ^ reCept0r Stron ^ and then ha - 

fnoTm -fhLS ht tK hat EP " Sub y pe ( rece P tor relates t0 inhibition of producing TNF- a and acceleration of produc- 
lv 9 ,L - 1 °- T h erefor f. the compounds of the present invention which can bind EP 4 subtype receptor strongly are 
expected to be useful for the prevention and/or treatment of immunological diseases (autoimmune diseases such as 
amyotrophic lateral sclerosis (ALS), multiple sclerosis, Sjoegren's syndrome, chronic rheumarthrosis and sys^enS 

^JTTVT T' T rejeCti ° n af,8r ° r9an trans P' antation abnormal bone formation, SronS 

cell death, lung fa.lure, liver damage, acute hepatitis, nephritis, renal insufficiency, hypertension, myocardiac ischemia 
system,c inflammatory response syndrome, ambustion pain, sepsis, hemophagous syndrome, macrophage activation 
syndrome, St, Ps d.sease, Kawasaki disease, burn, systemic granulomatosis, ulcerative co.itis, Crohn's disLse nTper- 
cytokmemia at dialysis, multiple organ failure, and shock etc. yP 
[0007] Further, it is thought that EP 4 subtype receptor relates to sleeping disorder and blood platelet aggregation 
so the compounds of the present mvention are expected to be useful for the prevention and/or treatment of such dis- 



45 eases 



[0008] The compounds of the present invention of the formula (I) bind weakly to the other subtype receptors and 
do no express other effects, so such compounds are expected to be an agent having less side effect 

IT? ,f T TZ^' t ' 0t ° f P rosta 9' andins in whi <* carbon atom at 5th position in PG skeleton was replaced 
with sulfur atom and wh.ch carbon atom(s) in co-chain was modified have been known. But among such prostaglandins 

chlin T&XSSSST disclosed prosta9,andins possessin9 unsubstrtuted or subsLed pheny " n the : 

[001 0] For example, in Japanese Patent Application Kokai Sho 58-1 98466, it is disclosed that the following 5-thia- 
prostaglandin derrvatives possess an activity of inhibition of blood plate aggregation. That is to say, it is disclosed that 
5-thia-prostaglandins of the formula (A) u»wusea max 
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(wherein, R 1 is hydrogen orC1-10 alkyl, 
15 R 2 is substituted or unsubstituted C1 -1 0 alkyl or substituted or unsubstituted C5~6 cycloalkyl, 

R 3 and R 4 are, same or differently, hydrogen or protecting group) 

or non-toxic salts thereof when R 1 is hydrogen, possess an activity of inhibition of blood plate aggregation and a 
vasodilating activity, so they are useful as an agent for treatment or prevention of thrombosis and a hypertensive 
agent 

20 

[001 1 ] in this patent specification, the following to-cyclopentyl-compound is shown in Example 3 as a concrete com- 
pound: 




Disclosure of the Invention 

[0012] The present inventors have studied to find the stable compound which can bind to EP 4 receptor specifically 
40 and which can bind to neitherthe other EP subtype receptors nor the other prostanoid receptors. 

[0013] From the results, they have found that 5-thiaprostaglandins modified by introducing substituted phenyl into 

co-chain of the said prostaglandins meet these purposes, and then have achieved the present invention. 

[0014] As mentioned later, they have found that the prostaglandin compounds in which 5th carbon atom of cc-chain 

of PG skeleton is replaced with sulfur atom and in which phenyl substituted with a particular functional group is intro- 
45 duced into co-chain of PG skeleton can bind to EP 4 strongly, bind to the other prostanoid receptors including the other 

subtype receptors weakly and are stable. And then, they have achieved the present invention. 

[0015] The present invention relates to 

(1) a 5-thia-co-substituted phenyl-prostaglandin E derivative of the formula (I) 



55 
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(wherein, Rl is hydroxy, C1-6 alkyloxy or NRBr? (in which R* and is, each independently, hydrogen or C1- 

is oxo, halogen or O-COR* (in which R« is C1-4 alkyl, phenyl or phenyl (C1-4 alkyl)) 
R J is hydrogen or hydroxy, v « l *yVh 

R 4a and R 4b is, each independently, hydrogen or C1-4 alkyl, 
R is phenyl substituted with the following substituent(s): 



i) 1 ~3 of 

C1 -4 alkyloxy-C1-4 alkyl, 
25 02-4 alkenyloxy-C1-4 alkyl, 

C2-4 alkynyloxy-C1-4 alkyl, 
C3-7 cycloalkyloxy-C1-4 alkyl, 
C3-7 cycloalkyl (C1 -4 alkyloxy) -C1 -4 alkyl, 
phenyloxy-C1-4alkyl, 
30 phenyl-Cl-4 alkyloxy-C1-4 alkyl, 

C1-4 alkylthio-C1-4afkyl, 
C2-4 alkenylthio-C1-4 alkyl, 
C2-4 alkynylthio-C1-4 alkyl, 
C3-7 cycloalkylthio-C1-4 alkyl, 
C3-7 cycloalkyl(C1-4 alkylthio)-C1-4 alkyl, 
phenylthio-C1-4alkyl or 
phenyl-C1-4 alkylthio-Cl-4 alkyl, 



ii) 



CI -4 alkyloxy-C1 -4 alkyl and CI -4 alkyl, 
CI -4 alkyloxy-Cl -4 alkyl and C1 -4 alkyloxy, 
CI -4 alkyloxy-C1 -4 alkyl and hydroxy, 
C1-4 alkyloxy-C1-4 alkyl and halogen, 
45 C1 -4 alkylthio-C1 -4 alkyl and C1 -4 alkyl, 

CI -4 alkylthio-C1 -4 alkyl and C1 -4 alkyloxy, 
C1 -4 alkylthio-C1 -4 alkyl and hydroxy or 
CI -4 alkylthio-C1-4 alkyl and halogen, 



so iii) 



haloalkyl or hydroxy-C1-4 alkyl, or 



iv) 



C1-4 alkyl and hydroxy; 

is single bond or double bond, 

with the proviso that when R 2 is O-COR 8 , C8-C9 represents double bond) 
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or a non-toxic salt thereof, or a cyclodextrin clathrate thereof, 

(2) process for producing it, and 

(3) a pharmaceutical composition comprising it as an active ingredient. 

5 

Detailed explanation of the Invention 

[0016] in the formula (I), CI -4 alkyl represented by R 4a , R 4b , R 6 , R 7 and R 8 and C1-4 alkyl in R 5 and R e means 
methyl, ethyl, propyl, butyl and isomers thereof. 
w [0017] In the formula (I), CI -6 alkyl represented by R 1 means methyl, ethyl, propyl, butyl, pentyl, hexyl and isomers 
thereof. 

[0018] In the formula (I), C2-4 alkenyl in R 5 means vinyl, propenyl, butenyl and isomers thereof. 
[0019] In the formula (I), C2-4 alkynyl in R 5 means ethynyl, propynyl, butynyl and isomers thereof. 
[0020] In the formula (I), C3-7 cycloalkyl in R 5 means cyciopropyl, cyclobutyl, cyclopentyl, cyclohexyl and cyclohep- 
15 tyl. 

[0021] In the formula (I), halogen in R 2 and R 5 means fluoride, chloride, bromide and iodide. 
. [0022] In the present invention, the symbol ^ means single bond or double bond. Further, unless otherwise 
specified, in the present invention, the symbol \ means that the substituent attached thereto is in front of the sheet, 
the symbol \ means that the substituent attached' thereto is behind the sheet and the symbol ^ or \ means that 
20 there is a mixture of substituents in front of and behind the sheet or that the substituent attached thereto may be in front 
of or behind the sheet as would be clear to the person skilled in the art. 

[0023] Unless otherwise specified, all isomers are included in the present invention. For example, alkyl, -alkenyl, 
alkynyl, alkylene group means straight-chain or branched-chain ones. In addition, isomers on double bond, ring, fused 
ring (E-, Z-, cis- f trans-isomer), isomers generated from asymmetric carbon atom(s) (R-, S-, a P -isomer, enantiomer,. 
25 diastereomer), optically active isomers (D-, L-, d-, l-isomer), polar compounds generated by chromatographic..separa-.\ 
tion (more polar compound, less polar compound), equilibrium compounds, mixtures thereof at voluntary ratios and 
racemic mixtures are also included in the present invention. 

[0024] In the formula (I), the substituent(s) of phenyl in R 5 is/are preferably attached at 3-position, 3-position and 4- 
pos'rtion, or 3-position and 5-position. 
30 [0025] In the formula (I), each group (i) to (iv) as the substituent(s) of phenyl in R 5 means as follows: 

group i) means 1 , 2 or 3 of alkyloxyalkyl etc., 

group ii) means at least one alkyloxyalkyl etc. and at least one alkyl, alkyloxy, hydroxy or halogen, 
group iii) means alkyl substituted with 1 or 2 of halogen or hydroxy and 
35 group iv) means at least one alkyl and at least one hydroxy. 

[0026] Among the compounds of the present invention of the formula (I), the compounds described in the Exam- 
ples, the compounds shown in the following Tables and the corresponding esters and amides are preferable. 

40 
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[Salts] 

[0027] The compounds of the present invention of the formula (I) may be converted into the corresponding salts by 
known methods. Non-toxic and water-soluble salts are preferable. Suitable salts, for example, are as follows: salts of 
5 alkali metals (potassium, sodium etc.), salts of alkaline earth metals (calcium, magnesium etc.), ammonium salts, salts 
of pharmaceutically acceptable organic amines (tetramethylammonium, triethylamine, methylamine, dimethylamine, 
cyclopentylamine, benzylamine, phenethylamine, pipendine, monoethanolamine, diethanolamine, tris(hydroxyme- 
thyl)aminomethane, lysine, arginine, N-methyl-D-glucamine etc.). 

w [Cyclodextrin clathrate] 

[0028] The compounds of the present invention of the formula (I) may be converted into the corresponding cyclo- 
dextrin clathrates by the method described in the specification of Japanese Patent Application Kokoku Sho 50-3362, 
52-31404 or 61 -521 46 using a -, p- or y -cyclodextrin or a mixture thereof. Converting into the corresponding cyclodex- 
15 trin clathrates serves to increase the stability and solubility in water of the compounds, and therefore it is useful in the 
use for pharmaceuticals. 

[Process for producing the compounds of the present invention] 
20 [0029] 

(a) Compounds of the formula (I), wherein R 1 is C1 -6 alkyloxy i.e., the compounds of the formula (la) 



25 



30 




(la) 



(wherein, R 1 * 1 is C1-6 alkyloxy and the other symbols are as defined hereinbefore) . 
may be prepared from the compounds of the formula (II) 



45 




(ID 



(wherein, R 3 " 1 is hydrogen or hydroxy protected by a protecting group which is removed under acidic condi- 
tions, R 10 is a protecting group of hydroxy which is removed under acidic conditions, R 5 " 1 is as defined for R 5 , 
provided that hydroxy group in R 5 " 1 is protected by a protecting group which is removed under acidic condi- 
tions, and the other symbols are as defined hereinbefore) by the reaction for removal of a protecting group 
under acidic conditions. 



i 
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The protecting group of hydroxy which is removed under acidic conditions includes, for example, t-butyldimeth- 
ylsilyl, triphenylmethyl, tetrahydropyran-2-yl etc. ouiyiaimein 

The hydrolysis under acidic conditions may be carried out by known methods. It may be carried out for exam- 
t P ^tl a nrm 9 T ^ ven * misc i ble with water (••0-. tetrahydrofuran, methanol, ethanol, dimethoxyethane, ace- 
l h or f| m,xt " re thereof ete -) us '"9 ^ l^iganic acid (e.g., hydrochloric acid, phospate, hydrofluoric acid 
hydrogen fluonde-pyndine etc.), or an organic acid (e.g., acetic acid, tosylic acid, trichloroacetic acid ete ' at7~' 

(b) Compounds of the formula (I), wherein R 1 is hydroxy i.e., the compounds of the formula (lb) 



(lb) 




25 



(wherein, all the symbols are as defined hereinbefore) 
may be prepared from the compounds of the formula (la) 



30 



35 




(la) 



(wherein, all the symbols are as defined hereinbefore) 

by hydrogenolysis using an enzyme or by hydrogenolysis under alkaline conditions 

The hydrogenolysis using an enzyme may be carried out by known methods. It may be carried out for exam- 
ple, in a rrnxed solvent of organic solvent miscible with water (e.g., ethanol, dimethylsulfoxide etc.) and water in the 
presence or absence of buffer solution, using an enzyme for hydrogenolysis (esterase, lipase etc ) at 0~50°C 

The hydrogenolysis under alkaline conditions may be carried out by known methods, It may be carried out for 
example, ,n an organic solvent miscible with water (e.g., ethanol, tetrahydrofuran (THF), dioxane etc) using an 
aqueous solution of alkali (sodium hydroxide, potassium hydroxide, potassium carbonate etc ) at -1 0~90°C 
(c) Compounds of the formula (I), wherein R 1 is NR 6 R 7 i.e., the compounds of the formula (Ic) 
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(ic) 
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(wherein, all the symbols are as defined hereinbefore) 
may be prepared by amidation of the compounds of the formula (lb) 



w 




OH 



15 



(wherein, all the symbols are as defined hereinbefore) 

20 

with the compounds of the formula (111) 

HNR 6 R 7 (III) 

25 (wherein, all the symbols are as defined hereinbefore). 

[0030] Amidation may be carried out by known methods. For example, it may be carried, out in an inert organic sol- 
vent (THF, methylene chloride, benzene, acetone, acetonitrile or mixture thereof etc.), in the presence or absence of a 
tertiary amine (dimethylaminopyridine, pyridine, triethylamine etc.), using a condensing agent (1, 3-dicyclohexylcarbo- 
30 diimide (DCC), 1-ethyl-3-[3-(dimethylamino) propyi]carbodiimide (EDC) etc.) at 0-50 °C. 

[0031] The compounds of the formula (III) have been known or may be prepared by known methods easily. 
[0032] The compounds of the formula (II) may be prepared by the following Reaction Schemes 1 - 5. 
[0033] In each Reaction Scheme, the symbols are as defined hereinbefore or are as follows: 

35 t-Bu : t-butyl, 
Et: ethyl, 

Ms : methanesulfonyl, 
DMAP : dimethylaminopyridine, 
n-Bu : normal butyl, 
40 AlBN : 2, 2'-azobisisobutyronitrile, 

Ts : p-toluenesulfonyl, 
R 2 * 1 : halogen, 
Ac : acetyl, 
TMS : trimethylsilyl. 

45 
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Beaction Scheme 1 



10 



15 



20 



25 
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n-Bu 3 SnH, 

(t-BuO) a . 

AIBN 
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Reaction Scheme 2 
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Reaction Scheme 3 

ho 



10 




J HCOOH 



HCOO 



25 



30 



35 
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Reaction Scheme 4 

5 



10 




(VIII) 



1) trialkyl hydride siiane 

2) (R 8 CO) z O (XVI) 




(II-4) 
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Reaction Scheme* 5 



? J Oxidation 




OH 



(XIV) 




MeO R?/R 4b 

o o 



R^'O - CHO 
(XV) 




Reduction 
R 4a R 4b 



(XVII) 




(XVIII) 




(XIX) 




HO 



Cleavage 
of ring 




1) MsCI TMSO 
'*\^-OH 2) Protection 
R 4a R 4b 3) Acetylation 



s ...«*\,SAc 

R^R 4 " 



R^O 



OR 




PC<I) 



(XXII) 



OR' 
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Reaction Scheme 5 (continued) 



TMSO 



10 




OR 



10 



(XXII) 



15 



.COOR 1 



(XXIII) 
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TMSO 
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HO 



Removal of 
protecting group 
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AO 



45 



50 




55 



17 



DMcrwm- ^cd ino7Q-?oA 1 i -* 



EP 1 097 922 A1 



[Starting materials and reagents] 

EES. *K aCh ReaCti T in thS S3id ReaCti0n Schemes mav be carried out bv known methods. In the said Reaction 
Schemes, the compounds of the formulae (IV) (V) (VI) (X\V) fXVh anri fYY\m <*~r*;- . , u taction 

5 or may be prepared easily by known methods ^ ( ° ( ° Start " 19 matenals have been known 

So°c 35 k 1 So 0 97l"! e ' ° 0mpOUndS ° f the formu,a < XI V > wherein r3 - 1 THP have been described in J. Am. Chem. 

Known method" th6 PrSSent inVenti ° n are known P er se - ™V * Prepared by 

" Fo°™ m n, ln eaC »- ti0n in thS Pr6Sent s P eciflcation . taction products may be purified by conventional techniques 
For example, punf.cat.on may be carried out by distillation at atmospheric or reduced pressure by hiah SoZri 
l.qu.d chromatography, by thin layer chromatography or by column chromatography u^^^JS^E?^ 
cate, by wash.ng or by realization. Purification may be carried out after enaction! or K£ZZ££ 

15 [Pharmacological Activities] 



20 



25 



30 



35 



40 



(i) Binding assay using cell expressing the prostanoid receptor subtypes 



? h ° 401 J 1 ! 6 preparation of membrane fraction was carried out, according to the method of Suqimoto et al U Rid 
E^d^ntp) 466 ° " 2)) ' ^ eXPreSS ' m9 reC6Pt0r ££ -a 

[0041] The reaction solution (200 p.l) containing membrane fraction (0.5 mg/ml), [ 3 H]-PGE, was incubated for 1 

s^sssss2S=r" throush a glass fitter (gf/b) - The radioactiv ^ associated with - sJ^sss 

ri* KdandB , max ^lues were determined from Scatchard plots [Ann. N.Y. Acad. Sci., 51 660(1949)1 Non-soe 
cfic b.nd.ng was calculated as the amount bound in the presence of an excess (2.5 uM) oTunlabe led I PGE f ir Th. 

2521? C Tf i0n f °o SP6Ciffc [ H>PGE2 bindin9 bV the C0m P° u " ds ° f th * W Mention ["h] P^was 
Sfflo C ° ncantrat,on of 2; 5 nM an « the compound of the present invention was added at various LncentSioT 

S i I NacT 9 S " a " reaCti ° nS - BUffer 10 mM P ° taSSiUm Ph ° sphate (P H6 -°>. 1 EDTAXSgct 

[0043] The dissociation constant Ki (p.M) of each compound was calculated by the following equation. 



Ki = IC 50 /(1 +([C]/Kd)) 



[0044] The results are shown in Table 4. 



Table 4 
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Example Nos. 


EP 4 Ki (u.M) 


EP, Ki (jiM) 


EP 3 a Ki (uM) 


3 


0.0038 


>10 


0.84 


3(1) 


0.0024 


>10 


2.9 


3(2) 


0.0079 


>10 


>10 


3(3) 


0.018 


>10 


1.5 


3(4) 


0.01 


>10 


0.5 


3(5) 


0.015 


>10 


0.57 


6 


0.0062 


>10 


0.46 



[0045] As shown in the above results, the compounds of the present invention can bind to receptor for subtype EP 4 
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strongly and do not bind to other receptors for PGE 2 . 
[Toxicity] 

[0046] The toxicity of the compounds of the formula (I) of the present invention is very low and therefore, it is con- 
firmed that these compounds are safe for use as medicine. For example, the maximum tolerance dose of the compound 
of Example 1 by i.v. route in rat was 30 mg/kg body weight or more. 

Industrial Application 

[0047] The compounds of the present invention of the formula (I) can bind and show the activity on the PGE 2 recep- 
tor. Particularly, they bind EP 4 subtype receptor strongly, so they are useful for the prevention and/or treatment of immu- 
nological diseases (autoimmune diseases such as amyotrophic lateral sclerosis (ALS), multiple sclerosis, Sjoegren's 
syndrome, chronic rheumarthrosis and systemic lupus erythematosus etc., and rejection after organ transplantation 
etc.), asthma, abnormal bone formation, neuronal cell death, lung failure, liver damage, acute hepatitis, nephritis, renal 
insufficiency, hypertension, myocardiac ischemia, systemic inflammatory response syndrome, ambustion pain, sepsis, 
hemophagous syndrome, macrophage activation syndrome, Still's disease, Kawasaki disease, burn, systemic granulo- 
matosis, ulcerative colitis, Crohn's disease, hypercytokinemia at dialysis, multiple organ failure, and shock etc. Further, 
it is thought that EP 4 subtype receptor relates to sleeping disorder and blood platelet aggregation, so the compounds 
of the present invention are expected to be useful for the prevention and/or treatment of such diseases. 
[0048] The compounds of the present invention of the formula (I) bind weakly to the other subtype receptors and 
do not express other effects, therefore such compounds are expected to be an agent having less side effect. 
[0049] For the purpose above described, the compounds of the formula (I) of the present invention, non-toxic- salts 
thereof, or cyclodextrin clathrates thereof may be normally administered systemically or locally, usually by oral or 
parenteral administration (administration into joint or subcutaneous administration etc. is included). .^■■■rm^ "y 

[0050] The doses to be administered are determined depending upon age, body weight, symptom, the^desired 
therapeutic effect, the route of administration, and the duration of the treatment etc. In the human adult, the doses per 
person per dose are generally between 1 u.g and 100 mg, by oral administration, up to several times per day, and 
between 0.1 jug and 1 0 mg, by parenteral administration (preferred into vein) up to several times per day, or continuous 
administration between 1 and 24 hrs. per day into vein. 

[0051] As mentioned above, the doses to be used depend upon various conditions. Therefore, there are cases in 
which doses lower than or greater than the ranges specified above may be used. 

[0052] : The compounds of the present invention may be administered as solid compositions, liquid compositions or 
other compositions for oral administration, or as injections, liniments or suppositories etc. for parenteral administration. 
[0053] Solid compositions for oral administration include compressed tablets, pills, capsules, dispersible powders, 
and granules. 

[0054] Capsules contain hard capsules and soft capsules. 

[0055] In such compositions, one or more of the active compound(s) is or are, admixed with at least one inert dilu- 
ent such as lactose, mannitol, mannit, glucose, hydroxypropyl cellulose, microcrystalline cellulose, starch, polyvinylpyr- 
rolidone, magnesium metasilicate aluminate. 

[0056] The compositions may also comprise, as is normal practice, additional substances other than inert diluents: 
e.g. lubricating agents such as magnesium stearate, disintegrating agents such as cellulose calcium glycolate, and 
agents to assist dissolution such as glutamic acid, asparaginic acid. The tablets or pills may, if desired, be coated with 
film of gastric or enteric material such as sugar, gelatin, hydroxypropyl cellulose or hydroxypropyl cellulose phthalate 
etc., or be coated with two or more films. And further, coating may include containment within capsules of absorbable 
materials such as gelatin. 

[0057] Liquid compositions for oral administration include pharmaceutical ly-acceptable emulsions, solutions, syr- 
ups and elixirs etc. In such liquid compositions, one or more of the active compound(s) is or are comprised in inert dilu- 
ents) commonly used in the art (for example, purified water, ethanol etc.). Besides inert diluents, such compositions 
may also comprise adjuvants such as wetting agents, suspending agents, sweetening agents, flavouring agents, per- 
fuming agents and preserving agents. 

[0058] Other compositions for oral administration include spray compositions which may be prepared by known 
methods and which comprise one or more of the active compound(s). Spray compositions may comprise additional 
substances other than inert diluents: e.g. stabilizing agents such as sodium hydrogen sulfate, stabilizing agents to give 
isotonicity, isotonic buffer such as sodium chloride, sodium citrate, citric acid. For preparation of such spray composi- 
tions, for example, the method described in the United States Patent No. 2868691 or 3095355 may be used. 
[0059] Injections for parenteral administration include ste rile aqueous or non-aqueous solutions, suspensions and 
emulsions. Aqueous solutions or suspensions include distilled water for injection and physiological salt solution. Non- 
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20 



30 



35 



40 



2 U ^r^?v^B^^ n8 inC ' Ude Pr ° Pylene 9,yC01, P 0| y eth y |6ne 9'y c °'- P'ant oil such as olive oil, alcohol such 
as ethanol, POLYSORBATE80 (registered trade mark) etc. 

ElS rr SUCh COmpositions com P rise additional diluents: e.g. preserving agents, wetting agents, emulsifying 

2 T rSm9 agentS ' Stabi ' i2inS agent ' asSistin 9 a 9 ents such 35 a 9ents to assist dissolution ( or example 

ESESJ? add) ; Th6y . ^ be Steri,iZed f ° r eXample " * fi,tration throu 9 h a bacteria-reta ni gXr by 
inco porat.on of ster.hzmg agents in the compositions or by irradiation. They may also be manufactured in the form Z 

before use C ° mP ° S,t,0nS WhiCh Can be disS0,Ved in sterile wa *" or some other sterile diluent for injection Z£Sj 
° ther COmpositio " s for P^enteral administration include liquids for external use, and endermic liniments 
b^Zn meTd! "*** 006 W m ° r6 ° f the 8CtiV6 C ° mp ° Und ^ and ™* be prepared 



Best Mode to carry out the Invention 

15 [0062] The following Reference Examples and Examples are intended to illustrate, but not limit, the present inven- 

venJind JIl^TJ" parentheses J n chromatographic separations and TLC show the developing or eluting sol- 
vents and the ratios of the solvents used are by volume. 



[0064] The solvents in parentheses in NMR show ones used for measurement 
Reference Fvamplg 1 

1 -bromo-3-methoxymethylbenzene 
25 [0065] 



£066] To a solution of 3-bromobenzyl bromide (1 5.0 g, 60 mmol) in methanol-dimethoxyethane (DME) (30 ml + 1 0 
ml), sodium methy.ate (4.9 g, 90 mmol) was added undercooling with ice. The mixture was stirred or 1 hour « room 
temperature. The reaction mixture was poured into water and extracted with ether. The organic .ayer was washed 5 an 

t r«r C o s iT, ? sodi T c , h,oride and dried over magnesium m - ^ was jesezz 

the title compound (12.1 g) having the following physical data. 



TLC: Rf 0.74 (ethyl acetate : hexane = 1 : 4); 

NMR (CDCI 3 ) : 5 7.50 (s, 1 H), 7.42 (dt, J=8, 2Hz, 1 H), 7.3-7.2 (m, 2H), 4.43 (s, 2H), 3.40 (s, 3H). 
45 Reference Example P 

(2S)-3-.(3-methoxymethylphenyl)-1-triphenylmethoxypropan-2-ol 
[0067] 

50 



OMe 



55 
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[0068] Magnesium (1.41 g, 58 mmol) was heated to dry under vacuum condition. Thereto, anhydrous tetrahydro- 
furan (THF) (30 ml) and dibromo ethane (a few drops) were added. A solution of a compound prepared in Reference 
Example 1 (9.65 g, 48 mmol) in anhydrous THF (30 ml) was added dropwise for 45 minutes. Thus obtained solution 
was added to a suspension of cuprous iodide (0.76 g, 4mmol) in anhydrous THF (30 ml) under cooling with ice. The 
5 mixture was stirred for 30 minutes. Thereto, a solution of S-(-)-glycidyl triytyl ether (12.7 g, 40 mmol) in anhydrous THF 
(30 ml) was added. After stirring the mixture for 1 hour, the reaction mixture was poured into an aqueous saturated solu- 
tion of ammonium chloride. The mixture was extracted with ethyl acetate. The organic layer was washed by an aqueous 
saturated solution of sodium chloride and dried over magnesium sulfate. The solvent was distilled off to obtain the title 
compound (19.5 g) having the following physical data. 

10 

TLC: Rf 0.29 (ethyl acetate : hexane=1 : 4); 

NMR (CDCI 3 ) : 8 7.5-7.1 (m, 19H), 4.40 (s, 2H), 4.1-3.9 (m, 1H), 3.37 (s, 3H), 3.3-3.1 (m, 2H), 2.9-2.7 (m, 2H), 2.23 
(br, 1H). 

15 Reference Example 3 

(2S)-3-(3-methoxymethylphenyl)propan-1 , 2-diol 

[0069] 




[0070] To a solution of a compound prepared in Reference Example 2 (19.5 g) in THF (10 ml), acetic acid (80 ml) 
30 and water (10 ml) were added. The mixture was heated for 6 hours at 60°C and then cooled to room temperature by 
addition of water (40 ml). The precipitate was filtered. The filtrate was concentrated. The precipitate was filtered again. 
The oil compound which was obtained by concentration of the filtrate was distilled with toluene to remove the solvent 
and to obtain the title compound (8.9 g) having the following physical data. 

35 TLC: Rf 0.64 (ethyl acetate: hexane=2 : 1). 

Reference Example 4 

(2S)-3-(3-methoxymethylphenyl)-1-acetyloxypropan-2-ol 

40 

[0071] 



45 




OMe 



50 

[0072] A solution of a compound prepared in Reference Example 3 (8.9 g) and 2,4,6-collidine (10.6 ml, 80 mmol) 
in methylene chloride (120 ml) was cooled to -70°C. Thereto, acetyl chloride (4.0 ml, 56 mmol) was added dropwise. 
After stirring the mixture for 15 minutes, methanol was added thereto. The mixture was heated to 0°C, washed by 1N 
HCI and an aqueous saturated solution of sodium chloride and dried over magnesium sulfate. The solvent was distilled 
55 off to obtain the title compound (1 0.8 g) having the following physical data. 

TLC: Rf 0.64 (ethyl acetate: hexane=2 : 1); 

NMR (CDCI3) : 5 7.4-7.1 (m, 4H), 4.43 (s, 2H), 4.25-3.95 (m, 3H), 3.41 (s, 3H), 2.9-2.8 (m, 2H), 2.12 (s, 3H). 
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Reference Example 5 

(2S)-3-(3-methoxymethylp^ 
[0073] 

5THP 




15 



25 



35 



50 



55 



[0074] To a solution of a compound prepared in Reference Example 4 (10.8 in m«thwlen. c ^n* m 0 ~n 
aropyran (5.5 ml, 60 mmol) and pyridinium p-toluenesulfonate (0.50 g) were added. The mixture '^^^orA^Z 

di r d with w ethyi acetate> washed by water and - a ^° us soTuSn o7::zx^ 

bonate and dned over sod.um sulfate. The solvent was distilled off. The residue was purified with a smcla* column 
chromatography to obtain the title compound (14.0 g) having the following physical data. 9 

TLC: Rf 0.53 (ethyl acetate: hexane : methylene chloride = 1 • 2 * 2)' 

(s M 3H ( ) C 3 D 05 2 Ito ~Ih^\V' nfntf 4 ' 45 - 4 ° (m ' ^ * H) ' 4 - 25 " 3 - 85 and 3 5 " 3 - 2 «). 3.39 
(s, JH), 3.05-2.8 (m, 2H), 2.10 and 2.08 (s, 3H), 1.9-1.4 (m, 6H). ' 

Reference Example 6 



(2S)-3-(3-methoxymethylphenyl)-2-(2-tetrahydropyranyloxy)propan-1-ol 
30 [0075] 




HO Ti OMe 

OTHP 



40 [0076] To a solution of a compound prepared in Reference Example 5 (14.0 g) in methanol (40 mil an a „, 1Bn , K 
solution of 2N sodium hydroxide (5 ml) was added. The mixture was stirred for 1 hour at mom temped The sofvent 
was disced off under reduced pressure. The reaction mixture was diluted wKh ether, washed byTater and In aqutous 

P^withasn " ° f T7 Ch '°: ide ' dri6d ° Ver ma9neS ' ,Um SU ' ,ate and — trated. The JuS^^SZ 
^ punhed wrth a s.hca gel column chromatography to obtain the title compound (1 1 .0 g) having the following physical daT 

TLC: Rf 0.51 , 0.41 (diastereomer mixtures of THP compound, ethyl acetate- hexane = 2 • 1 V 

NMR (CDCI 3 ): 5 7.3-7.1 (m, 4H), 4.85-4.8 and 4.25-4.2 (m, 1H), 4.42 (s, 2H), 4.05-3 4 (m 5H) 3 38 fs am <» OR 

(dd. J=14, 6Hz, 1H). 2.85 (dd, J=14, 8Hz, 1H), 2.8-2.7 and 2.15-2.05 (m, 1H), 1.9-1.4 (m 6H)! 
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Reference Example 7 

(2S)-3-(3-methoxymethylphenyl)-2-(2-tetrahydropyranyloxy)propan-1-al 
5 [0077] 



OHC 

10 




OMe 



?5 [0078] A solution of oxalyl chloride (6.8 ml, 78 mmol) in methylene chloride (150 ml) was cooled to -78 °C. Thereto, 
a solution of anhydrous dimethylsulfoxide (DMSO) (1 1.1 ml, 156 mmol) in methylene chloride (30 ml) was added drop- 
wise for 1 5 minutes. After stirring the mixture for 15 minutes, a solution of a compound prepared in Reference Example 
6 {11.0 g, 39 mmol) in methylene chloride (40 ml) was added dropwise for 35 minutes. After stirring the mixture for 10 
minutes, triethylamine (32 ml) was added thereto. The mixture was heated to -40°C, stirred for 45 minutes, poured into 

20 1 N HCl and extracted with mixture solution of ether-hexane. The organic layer was washed by water, an aqueous sat- 
urated solution of sodium hydronencarbonate and an aqueous saturated solution of sodium chloride sucessively and 
dried over sodium sulfate The sovent was distilled off to obtain the title compound (11.1 g) having the following physical 
data. 

25 TLC: Rf 0.45 (ethyl acetate : hexane=1 : 2); 

NMR (CDCI 3 ) : 6 9. 75-9. C (m. 1H). 7.3-7.1 (m, 4H), 4.8-4.75 and 4.35-4.3 (m, 1H), 4.43 (s, 2H), 4.45-4:3 and 4.1- 
4.0 (m, 1 H), 3.95-3.9 and 3.5-3 4 (m, 1 H), 3.40 (s, 3H), 3.3-2.8 (m, 3H). 1 .9-1 .3 (m, 6H). 

Reference Example 8 

30 

(3S)-1 , 1 •dibromo-4-(3-methoxyrnethylphenyl)-3-(2-tetrahydropyranyloxy)-1 -buten 
[0079] 

35 




40 



[0080] A solution of tetrabromo methane (39.8 g, 0.12 mol) in methylene chloride (150 ml) was cooled to -20°C. 

45 Thereto, a solution of triphenylphosphine. (63 g, 0.24 mol) in methylene chloride (100 ml) was added dropwise for 20 
minutes. The obtained red-brown solution was cooled to - 40°C. Thereto, a solution of a compound prepared in Refer- 
ence Example 7 (1 1.1 g) and triethylamine (5.6 ml, 40 mmol) in methylene chloride (40 ml) was added dropwise. After 
stirring the mixture for 10 minutes, triethylamine (1 1.7 ml) and methanol (9.8 ml) were added thereto. With stirring the 
obtained brown solution vigorously, the said solution was poured into mixture solution of ether-hexane. The solid prod- 

50 uct was filtered. The filtrate was concentrated. The residue was purified with a silica gel column chromatography to 
obtain the title compound (13.6 g) having the following physical data. 

TLC: Rf 0.36 (ethyl acetate : hexane=1 : 9). 

55 
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Reference Example 9 



(3S)-4-(3-methoxymethylphenyl)-3-(24etrahydropyranyloxy)-1-butyne 



5 [0081] 



w 




OMe 



15 



[0082] A solution of a compound prepared in Reference Example 8 (13.5 g, 31.1 mmol) in anhydrous THF (90 ml) 
was cooied to -/S°u. I hereto, a solution of n-butyl litium in hexane (1 .61 M, 42.5 ml, 68.4 mmol) was added dropwise 
for 20 minutes. After stirring the mixture for 10 minutes, the reaction mixture was poured into an aqueous saturated 
solution of ammonium chloride and extracted with ethyl acetate. The organic layer was washed by an aqueous satu- 
20 rated solution of sodium chloride and dried over sodium sulfate. The solvent was distilled off. The residue was purified 
with a silica gel column chromatography to obtain the title compound (8.9 g) having the following physical data. 

TLC: Rf 0.50, 0.44 (ethyl acetate : hexane =1:4). 

25 Reference Example 1 0 

(3S)-4-(3-methoxymethylphenyl)-1-butyn-3-oI 



40 [O084] A compound prepared in Reference Example 9 (8.9 g) was dissolved into mixture solvent of dioxane (1 0 ml) 
and methanol (10 ml). Thereto, 4N HCI-dioxane (2 m!) was added at room temperature. The mixture was stirred for 1 
hour. The reaction mixture was diluted with water and extracted with ethyl acetate. The organic layer was washed by an 
aqueous saturated solution of sodium hydrogencarbonate and an aqueous saturated solution of sodium chloride suc- 
cessively, and dried over sodium sulfate. The solvent was distilled off. The residue was purified with a silica gel column 

45 chromatography to obtain the title compound (5.6 g) having the following physical data. 

TLC: Rf 0.40 (ethyl acetate : hexane = 1 : 2). 



[0083] 



30 



35 




50 



55 
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Reference Example 1 1 

(3S)-4-(3-methoxymethylphenyl)-3-t-butyldime^ 
5 [0085] 



10 




15 [0086] To a solution of a compound prepared in Reference Example 1 0 (5.64 g, 29 mmol) and imidazole (3.0 g, 44 
mmol) in N, N-dimethylformamide (DMF) (30 ml), t-butyldimethylsilyl chloride (5.3 g, 35 mmol) was added. The mixture 
was stirred overnight at room temperature. The reaction mixture was poured into water and extracted with ethyl acetate. 
The organic layer was washed by water and an aqueous saturated solution of sodium chloride successively, and dried 
over sodium sulfate. The solvent was distilled off. The residue was purified with a silica gel column chromatography to 

20 obtain the title compound (7.82 g) having the following physical data. 

TLC: Rf 0.73 (ethyl acetate : hexane = 1 : 4); 

NMR (CDCI 3 ) : 5 7.3-7.1 (m, 4H), 4.5-4.45 (m, 1 H), 4.44 (s, 2H), 3.37 (s, 3H), 3.0-2.95 (m, 2H), 2.41 (d, J=2Hz, 1 H), 
0.83 (s, 9H), -0.02 (s, 3H), -0.08 (s, 3H). 

25 

Reference Example 12 

(3S)-1-iodo-4-(3-methoxymethylphenyl)-3-t-butyldimethylsilyloxy-1E-buten 
30 [0087] 



35 




OMe 



40 [0088] To a suspension of zirconocene chloride hydride (7.81 g, 30 mmol) in anhydrous THF (15 ml), a solution of 
a compound prepared in Reference Example 1 1 (7.7 g, 25 mmol) in THF (30 ml) was added dropwise at room temper- 
ature. After stirring the mixture for 45 minutes, the mixture was cooled to 0°C. Thereto, a solution of iodide (6.43 g, 25 
mmol) in THF was added dropwise. The mixture was stirred for 15 minutes at room temperature. Thereto, hexane was 
added. The precipitate was filtered by silica gel. The filtrate was concentrated. The residue was purified with a silica gel 

45 column chromatography to obtain the title compound (9.77 g) having the following physical data. 

TLC: Rf 0.61 (ethyl acetate : hexane=1 : 9); 

NMR (CDCI3) : 8 7.3-7.05 (m, 4H), 6.56 (dd, J=15, 5Hz, 1H), 6.19 (dd, J=15, 1Hz, 1H), 4.43 (s, 2H), 4.3-4.15 (m, 
1H), 3.38 (s, 3H), 2.8-2.7 (m, 2H), 0.83 (s, 9H), -0.08 (s, 3H), -0.1 1 (s, 3H). 
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Reference E xample 13 
[0089] 




TBSO 



OMe 



drous THF (1ml) was addad dropw.se. The rrmtara wasVen^fcTdn M„T« i' ' '' 825 (1 9S5) ' h • nh! '' 

of ammonium chlorida was addad a. -71,-Z X mlZs^S h^.rt aTo"? Ta i " ^'"^ 

6 : 1) to obtain the title compound mg, ^"o^ ^ : aC6tate = 10 : 1 - 

TLC: Rf 0.36 (hexane : ethyl acetate = 4 ■ 1)< 

Reference Example 14 

ipmaS^^^^^ 
[0091] 



50 



55 



TBSO 




OMe 
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[0092] To a solution of a compound prepared in Reference Example 13 (415 mg) in methylene chloride (4 ml), N,N- 
dimethylaminopyridine (440 mg) and methanesulfonyl chloride (186 uJ) were added at 0°C. The mixture was stirred for 
2 hours. Thereto, water was added at 0°C. The mixture was extracted with ethyl acetate. The extract was washed by an 
aqueous saturated solution of sodium hydrogencarbonate, an aqueous saturated solution of potassium hydrogen sul- 
fate and an aqueous saturated solution of sodium chloride successively, dried over anhydrous sodium sulfate and con- 
centrated. The residue was purified with a silica gel column chromatography (hexane : ethyl acetate = 10 : 1) to obtain 
the title compound (346 mg) having the following physical data. 



10 



TLC: Rf 0.48 (hexane : ethyl acetate = 4:1); 

NMR (CDCI 3 ) : 5 7.3-7.0 (m, 4H), 6.B-6.65 (m, 1H), 5.6-5.45 (m, 2H), 4.43 (s, 2H), 4.3-4.2 (m, 1H), 4.15-4.1 (m, 
1 H), 3.67 (s, 3H), 3.45-3.4 (m, 1 H), 3.39 (s, 3H), 3.2-3.05 (m, 2H), 2.8-2.7 (m, 2H), 2.6-2.2 (m, 6H), 2.0-1 .8 (m, 2H), 
0.85 (s, 9H), 0.83 (s, 9H), 0.08 (s, 3H), 0.06 (s, 3H), -0.12 (s, 3H), -0.22 (s, 3H). 



15 Reference Example 15 

(11a, 13E, 15a )-9-oxo-1 1 ,15-bis(t-butyldimethylsilyloxy)-1 6-(3-methoxymethylphenyl)-17,1 8,1 9,20-tetranor-5-thi- 
aprost-13-enoic acid • methyl ester 

20 [0093] 



25 



30 



COOMe 



TBSO 




g ... ^ *^ *< . 



OMe 



[0094] To a solution of a compound prepared in Reference Example 14 (346 mg) in tributyltin hydride (3 ml), t- 
35 butylperoxide (90 mg) was added. The mixture was stirred for 35 minutes at 1 00°C. The reaction mixture was cooled to 
room temperature and purified with a silica gel column chromatography (hexane : ethyl acetate = 1 00 : 1 -» 1 0 : 1 ) to 
obtain the title compound (64 mg) having the following physical data. 

TLC: Rf 0.28 (benzene : ethyl acetate =19:1); 
40 NMR (CDCI3) : 5 7.3-7.0 (m, 4H), 5.67 (dd, J=15, 6Hz, 1H), 5.55 (dd, J=15, 8Hz, 1H), 4.42 (s, 2H), 4.29 (q, J=6Hz, 

1H) 4.05 (q, J=8Hz, 1H), 3.69 (s, 3H), 3.38 (s, 3H), 2.8-2.7 (m, 2H), 2.7-2.5 (m, 5H), 2.5-2.4 (m, 3H), 2.23 (dd, 
J=18, 8Hz, 1H), 2.1-2.0 (m, 1H), 1 .9-1 .7 (m, 4H), 0.90 (s, 9H), 0.83 (s, 9H), 0.09 (s, 3H), 0.07 (s, 3H), -0.10 (s, 3H), 
-0.28 (s, 3H). 
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methyl ester 
[0095] 




20 



25 



LT a ri h J° 3 so ut,on ° f a expound prepared in Reference Example 1 5 (33 mg) in acetonitrile (1 .5 ml), pyridine (0 1 
ml) and hydrogen fluonde-pyr.dme complex (0.2 ml) were added at 0°C. The mixture was stirred for 2 hours at room 
temperature. The reaction mixture was added to the cooled mixture solution (ethyl acetate : an aqueous slated sZ 

ous JSZi < ITT? } - m,XtUre ^ 6XtraCted Wtth 6thyl acetate - The extract w ^ washed by aque- 
ous saturated solut.cn of sod.um hydrogencarbonate and an aqueous saturated solution of sodium chloride 
success.vely. dned over anhydrous sodium sulfate and concentrated. The residue was purified with a sSgel column 

f^P^ 



30 TLC: Rf 0. 1 4 (ethyl acetate); 

NMR (CDCI 3 ) : 5 7.35-7.1 (m, 4H), 5.75 (dd, J=16, 6Hz, 1H), 5.52 (dd, J=16 8H2 1H) 4 42 (s 2H w 4 4 <w /m 
1 H), 4.0-3.85 (m, 1 H), 3.67 (s, 3H), 3.42 (s, 3H), 3.3-3.2 (m, 1 H), 3.0-2.\ (m, 13H), 2.0 v'b (m 3H) " .8-1 J£ * {J 

Example 1 m-Fvampio 1 (if) 

ST 7 !, c By the Same Drocedure ^escribed in Reference Example 13, Reference Example 14 Reference Examole 
1 5 and Example 1 , the following compounds of the present invention were obtained. neterence Example 

Example 1 n) 



35 



40 
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TLC: Rf 0.29 (ethyl acetate); 

NMR (CDCI 3 ): 8 6.93 (s, 1H), 6.87 (d, J=8 Hz, 1H), 6.71 (d, J=8 Hz, 1H), 5.71 (dd, J=15, 7 Hz, 1H), 5.62 (s, 1H), 
5.50 (dd, J=15, 8 Hz, 1H), 4.4-4.2 (m, 1H); 4.1-3.9 (m, 1H), 3.68 (s, 3H), 3.35-3.3 (br, 1H), 2.8-2.6 (m, 3H), 2.6-2.4 
(m, 7H), 2.4-2.1 (m, 3H), 2.22 (s, 3H), 2.0-1.8 (m, 3H), 1.7-1.5 (m, 1H). 

5 

Example 1 (2) 

(1 1 a, 1 3E, 1 5a)-9-oxc~1 1 , 1 5-dihydroxy-1 6-(3-methoxymethylphenyl)-1 7,18,1 9,20-tetranor-5-thiaprost-1 3-enoic acid • 
ethyl ester 

10 

[0099] 




TLC: Rf 0.31 (ethyl acetate : acetic acid = 50 : 1 ); ** 
NMR (300 MHz, CDCl 3 ): 5 7.33-7.10 (m, 4H), 5.74 (dd, J = 15, 6.2 Hz, 1H), 5.53 (ddd, J = 15, 8.5, 1.1 HzV 1H), 
4.48-4.36 (m, 3H), 4.12 (q, J = 7.2 Hz, 2H), 3.94 (m, 1H), 3.41 (s, 3H), 2.89 (dd, J = 14, 5.4 Hz, 1H), 2.83 (dd, J = 
14, 6.9 Hz, 1H), 2.69 (ddd, J = 19, 7.6, 1.1 Hz, 1H), 2.65-2.50 (m, 2H), 2.49 (t, J = 7.2 Hz, 2H), 2.40 (t, J = 7.4 Hz, 
2H), 2.38-2.13 (m, 3H), 1.96-1.82 (m, 3H), 1.76-1.61 (m, 1H), 1.25 (t, J = 7.2 Hz, 3H). 



Example 1 13) 

(11a, 13E, l5a)-9-oxo-11 f 15-dihydroxy-^ " 
35 n-propyl ester 

[0100] 




TLC: Rf 0.39 (ethyl acetate : acetic acid = 50 : 1); 

NMR (300 MHz, CDCI 3 ): 5 7.33-7.09 (m, 4H), 5.74 (dd, J = 15, 6.0 Hz, 1H), 5.54 (ddd, J = 15, 8.4, 0.9 Hz, 1H), 
4.48-4.36 (m, 3H), 4.02 (t, J = 6.8 Hz, 2H), 3.94 (m, 1H), 3.41 (s, 3H), 2.89 (dd, J = 14, 5.4 Hz, 1 H), 2.83 (dd, J = 
14, 6.9 Hz, 1 H), 2.69 (ddd, J = 19, 7.5, 1 .0 Hz, 1 H), 2.66-2.51 (m, 2H), 2.50 (t, J = 7.2 Hz, 2H), 2.42 (t, J = 7.4 Hz, 
2H), 2.38-2.1 4 (m, 3H), 1 .95-1 .81 (m, 3H), 1 .74-1 .57 (m, 3H), 0.93 (t, J = 7.4 Hz, 3H). 
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Example 1 (4) 
[0101] 




20 

TLC: Rf 0.35 (ethyl acetate : acetic acid = 50 * 1)* 
NMR(300MHz,CDCI 3 ):87.33^ 

tet J = 6^ Hz, 1H), 4.48-4.37 (m, 3H), 3.94 (m. 1H), 3.42 (s, 3H), 2.90 (dd, J =14 5.6 Hz 1H) 2 83 (dd J - 14 
7.1 Hz, 1 H), 2.69 (dd, J = 1 9, 7.4 Hz, 1H), 2.63-2.52 (m, 2H), 2.49 (t, J = 7.4 Hz, 2H 2 37 \ J - 74 Hz Si) 2 36 
2.13 (m, 3H), 1 .96-1.81 (m, 3H), 1.74-1 .62 (m, 1H), 1.22 (d, J = 6.3 Hz, 6H). " ' 1 

Example 1 (5) 

30 i!^]^ 
[0102] 




45 



50 



TLC: Rf 0.36 (ethyl acetate : acetic acid = 50 : 1)* 

NMR (300 MHz, CDCI 3 ): 8 7.33-7. 1 1 (m, 4H), 5.75 (dd, J =16, 6.2 Hz, 1 H), 5.54 (dd, J = 1 6, 8 5 Hz 1 H) 4 48-4 36 

:; 3 , H a 4 ; <<; J = 66 Hz - 2H >- 3 94 i H). 3.42 (s , 3 H)> 2.90 ( dd, j = 13. 5.6 Hz 1 H) . 2 84 ( d ' j = 13 e s h? 

1H), 2.69 (dd. J = 19. 7.5 Hz. 1H), 2.64-2.52 (m, 2H), 2.50 (t, J = 7.2 Hz. 2H) 2 41 (t J - 72 Hz 2H) 2M \ ,1 
(m. 3H). 1.96-1.81 (m, 3H). 1.74-1.53 (m, 3H). 1.43-1.30 (m H), 0.93 ft J = 7 4 Hz 3H) ^ 
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Example 1 (6) 

(11a, 13E, 15a)-9-oxo-11 ,15-dihydroxy-1 6-(3-ethoxym ethyl p he ^ acid • 

methyl ester 

[0103] 




20 

TLC: Rf 0.29 (ethyl acetate); 

NMR (300 MHz, CDCI 3 ) : 8 7.32-7.1 2 (m, 4H), 5.77 (dd, J = 1 5.3, 5.4 Hz, 1 H), 5.53 (dd, J = 1 5.3, 7.8 Hz, 1 H), 4.48- 
4.43 (m, 3H), 3.97-3.87 (m, 1H), 3.67 (s, 3H), 3.58 (q, J = 6.9 Hz, 2H), 2.98-2.80 (m, 2H), 2.76-2.14 (m, 13H), 1 .95- 
1 .60 (m, 3H), 1 .26 (t, J = 7.2 Hz, 3H). 

25 

Example 1 (7^ 

(1 1 a ,1 3E, 1 5a)-9-oxo-1 1 ,1 5-dihydroxy-1 6-(3-n-propyloxymethyiphenyl)-1 7,1 8,1 9,20-tetranor-5-thiaprost-1 3-enoic acid 
• methyl ester 

30 

[0104] 



O 




TLC: Rf 0.36 (ethyl acetate); 

NMR (300 MHz, CDCI 3 ) : 5 7.32-7.1 3 (m, 4H), 5.77 (dd, J = 1 5.3, 6.0 Hz, 1 H), 5.53 (dd, J = 1 5.3, 8.0 Hz, 1 H), 4.48- 
4.43 (m, 3H), 3.97-3.89 (m, 1H), 3.67 (s, 3H), 3.47 (t, J = 6.6 Hz, 2H), 2.94-2.91 (m, 2H), 2.76-2.14 (m, 13H), 1 .92- 
1.50 (m, 5H), 0.95 (t, J = 7.5 Hz, 3H). 



55 
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Example 1 ( 8) 



t ( iuVester^ 



-butyl ester 
[0105] 




20 

TLC: Rf 0.35 (ethyl acetate); 

NMR (300 MHz, CDCI 3 ) : § 7.35-7.16 (m, 4H), 5.78 (dd, J = 15.3, 5.1 Hz 1H) 5 54 (dd J-153 7 * u 7 
4 h 40 (m, 3H), 4.00-3.92 (m, 1H), 3.42 (s, 3H), 2.97-2.82 <m, 2H), 2.784^% 



25 



30 



Example 1 (9> 
[0106] 




45 

TLC: Rf 0.40 (ethyl acetate) 



50 



NMR (300 MHz, CDCI 3 ): 5 7.36-7.11 (m, 4H), 5.76-5.60 (m, 1 H), 5.56-5.42 (m 1H) 4 48-4 37 fm M 45Q ,oo 



55 
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20 

TLC: Rf 0.60 (ethyl acetate : hexane = 2 : 1 ); 

NMR (300MHz, CDCI 3 ): 8 7.3-7.1 (m, 4H), 5.7-5.6 (m, 2H), 4.44 (s, 2H), 4.4-4.3 (br, 1H), 3.68 (s, 3H), 3.41 (s, 3H), . 
2.9-2.75 (m, 2H), 2.7-2.3 (m, 8H), 2.3-2.0 (m, 3H), 2.0-1.5 (m, 6H). 

25 Example HID 

(1 1 a, 1 5a, 1 3E)-9-oxo-1 1 ,1 5-di hydroxy- 1 6-(3-methyl4-hydroxyphenyl)-1 7, 1 8, 1 9,20-tetranor-5-thiaprost-1 3-enoic acid 
■ ■• ethyl ester 

30 [0108] 




TLC: Rf 0.45 (ethyl acetate); 

NMR (300 MHz, CDCI 3 ) : 8 6.99-6.82 (m, 2H), 6.75-6.68 (m, 1H), 5.73-5.54 and 5.44-5.31 (m, 3H), 4.14-3.90 (m, 
2H), 3.70 (s, 3H), 2.82-2.06 (m, 14H), 1.99-1.53 (m, 6H), 1.31 and 1.20 (d, J = 7.0 Hz, 3H). 



55 



33 



EP 1 097 922 A1 



Reference Examp le ifi 



5 

[0109] 




20 



25 



[011 0] Under an atmosphere of argon gas, to a solution of a compound prepared in Reference Examole 1 5 mar 
mg) ,n anhydrousTHF (3 ml), a so.ution of lithium tri-s-butylcyano hydride in THF(320 rt^^^d^SE 

h ♦ ♦ ! 38 St ' rred f0r 1 hoUr " After addi "9 1 N HCi t0 the taction mixture, the mixture was heated to o? 

and extracted wrth ethyl acetate. The extract was washed by water and an aqueous saturated S^SEL J* 
nde successively, dned over anhydrous sodium suffate and concentrated. The residue was purtfie ^ .StaSSS 

Physic cli 9 "^ (hSXane : ethVl aC6tate = 6 : 1 ~* 4 : 1) l ° 0btai " the » — halgt" o ti 



30 



35 



TLC: Rf 0.26 (hexane : ethyl acetate = 4 • 1)* 

!^ R <^C , 3):8 7J3-7.0(m.4H),5.51 (dd, j4l5, 6Hz, 1H), 5.35 (dd, J=15, 8Hz, 1H), 4.42 (s, 2H) 422 (q J-6Hz 
1H), 4.2-4.1 (m, 1 H), 4.1-3.95 (m. 1 H), 3.69 (s, 3H), 3.38 (s, 3H). 2.8-2.7 (m, 3H) 2 7-2 4 (m 6H) 2 3 7 1 fit 1 wt 
2.0-1.8 (m, 5H), 1.7-1.5 (m, 2H), 0.88 (s, 9H), 0.82 (s, 9H), 0.08 (s, 6H), -0 1 0 (s 3H) oS fs 3H) 



Example 2 



IS V melhyl esl? 9 ^' 0 ' 0 " 1 ' ' ' 6 -( 3 - metho ^^ny lp heny,)-l7,18,19,20-tetranor-5-thiap ro st-13-enoic 



[0111] 

40 




55 



1) Under an atmosphere of argon gas, to a solution of a compound prepared in Reference Example 16 (95 ma) in 
anhydrous pyridine (1.5 ml), After stirring the mixture, ethyl acetate was added thereto T^reSon 
washed by 1 N HCI, an aqueous saturated solution of sodium hydrogencarbonate and an ^oTs ZEES 
ton of sod.um ch.onde successively, dried over anhydrous sodium sulfate and concentrated. The oS Syl 
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compound was used for the next reaction without purification. 

2) Under an atmosphere of argon gas, to a solution of the obtained tosyl compound in anhydrous toluene (6 ml), 
tetra-n-butylamrnonium chloride (390 mg) was added rapidly. The mixture was stirred for 1 hour at 55°C. The reac- 
tion mixture was dilluted with ethyl acetate, washed by water and an aqueous saturated solution of sodium chloride 

5 successively, dried over anhydrous magnesium sulfate and concentrated. The obtained crude product was used for 

the next reaction without purification. 

3) To a solution of the obtained crude product in acetonitrile (3 ml), pyridine (0.2 ml) and hydrogen fluoride-pyridine 
complex (0.4 ml) were added at 0°C. The mixture was stirred for 1 hour at room temperature. The reaction mixture 
was added to a mixture solution (ethyl acetate-an aqueous saturated solution of sodium hydrogencarbonate) and 

10 extracted with ethyl acetate. The extract was washed by an aqueous saturated solution of sodium hydrogencar- 
bonate and an aqueous saturated solution of sodium chloride successively, dried over anhydrous sodium sulfate 
and concentrated. The residue was purified with a short column and then with silica gel column chromatography 
(toluene : i-propanol = 50 : 1) to obtain the title compound (38 mg) having the following physical data. 

15 TLC: Rf 0.42 (ethyl acetate); 

NMR (CDCI 3 ) : 6 7.3-7.1 (m, 4H), 5.63 (dd, J=15, 6 Hz, 1H), 5.48 (dd, J=15, 8 Hz, 1H), 4.42 (s, 2H), 4.4-4.3 (m, 
1H), 4.1-3.9 (m, 2H), 3.68 (s, 3H), 3.42 (s, 3H), 3.0-2.7 (m, 3H), 2.6-2.4 (m, 6H), 2.35-2.1 (m, 3H), 2.1-1.8 (m, 4H), 
1.8-1.6 (m, 2H). 

20 Example 2 (1 ) 

(93, 11a, 13E, 15rc)-9-fluoro-1l;l5-dihydroxy-16-(3-^ 
acid • methyl ester 

25 [0112] 



30 



35 




[0113] By the same procedure described in Reference Example 16 and Example 2, the title compound was 
40 obtained. 

TLC: Rf 0.49 (hexane : ethyl acetate = 1 : 3); 

NMR (CDCI 3 ): 57.3-7.1 (m, 4H) t 5.66 (dd, J=15, 6Hz, 1 H), 5.49 (dd, J=15, 8Hz, 1 H), 4.85-4.8 and 4.7-4.65 (m, 1 H), 
4.42 (s, 2H), 4.45-4.35 (m, 1 H), 4.05-3.9 (m, 1H), 3.68 (s, 3H), 3.42 (s, 3H), 2.95-2.8 (m, 2H), 2.7-2.4 (m, 7H), 2.4- 
45 2.2 (m, 1H), 2.1-1.5 (m, 8H). 



y RNRnnoirv <fp ins7«??Ai i > 



35 



EP 1 097 922 A1 



Example 3 



(1 1a, 13E, 15a)-9-oxo-1 1 ,15-dihydroxy-16-(3HTiethoxy^ acid 
5 [0114] 



10 



15 




OMe 



[0115] To a solution of a compound prepared in Example 1 (16 mg) in dimethyls ulfoxide (1 ml), phosphate buffer (1 
20 ml, pH7.4) and then pig liver esterase (100 jnl) were added. The mixture was stirred for 2 hours at room temperature 
The reaction mixture was acidified by addition of an aqueous saturated solution of ammonium sulfate and 1IM HCI The 
mixture was extracted with ethyl acetate. The extract was washed by water and an aqueous saturated solution of 
sodium chloride successively, dried over anhydrous sodium sulfate and concentrated. The residue was purified with a 
silica gel column chromatography (hexane : ethyl acetate = 1:2,1% acetic acid 1 : 4, 1 % acetic acid -> ethyl acetate 
: acetic acid = 50 : 1 ) to obtain the title compound (13 mg) having the following physical data 

TLC: Rf 0.21 (ethyl acetate : acetic acid = 19:1); 

NMR (CDCI 3 ) : 5 7.35-7.1 (m, 4H), 5.76 (dd, J=15, 6Hz, 1H), 5.53 (dd, J=15, 8Hz, 1H), 5.2-4.4 (br 3H) 443 (s 
2H), 4.5-4.4 (m, 1H), 3.94 (q, J=8Hz, 1H), 3.42 (s, 3H), 3.0-2.15 (m, 13H), 2.0-1.8 (m, 2H), 1.8-1.6 (m, 1H). 

Example 3 M W Example 3 (8) 

[0116] By the same procedure described in Example 3 using compounds prepared in Examples 1 (2) ~ 1 (8) 
Examples 2, 2 (1), the following compounds were obtained ' 

Example 3 (1) 



25 



30 



35 



(11 a, 1 3E, 1 5a)-9-oxo-l 1 , 1 5-dihydroxy-l 6-(3-methyl-4-hydroxyphenyl)-1 7, 1 8, 1 9,20-tetranor-5-thiaprost-13-enoic acid 
40 [0117] 



45 



50 




55 



TLC: Rf 0.22 (chloroform : methanol = 9:1); 

NMR (CD3OD) : 8 6.89 (s, 1H), 6.82 (d, J=8 Hz, 1H), 6.63 (d, J=8 Hz, 1H), 5.64 (dd, J=15, 7 Hz, 1H) 548 (dd 
J=15, 8 Hz, 1H), 4.22 (q, J=7 Hz, 1H), 3.99 (q, J=8 Hz, 1H), 2.9-2.1 (m, 13H), 2.15 (s, 3H), 1.9-1.6 (m, 3H). 
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Example 3 (2) 



(93, 11 a, 1 3E, 1 5a)-9-chloro-1 1 ,1 5-dihydroxy-1 6-(3-methoxymethylphenyl)-17,1 8,1 9,20-tetranor-5-thiaprost-1 3-enoic 
acid 

[0118] 



10 



15 




OMe 



20 

TLC: Rf 0.29 (chloroform : methanol = 9:1); 

NMR (CDCI 3 ) : 8 7.25-7.05 (m, 4H), 5.62 (dd, J=1 5, 6 Hz, 1 H), 5.45 (dd, J=1 5, 8 Hz, 1 H). 4.38 (s, 2H), 4.4-4.3 (m, 
1H), 4.0-3.9 (m, 2H), 3.37 (s, 3H), 2.85 (dd, J=14, 5 Hz, 1 H), 2.75 (dd, J=14, 7 Hz, 1H), 2.6-2.3 (m, 6H), 2.25.-2.05 
25 (m, 2H), 2.0-1 .9 (m, 2H), 1 .9-1 .8 (m, 2H), 1 .7-1 .6 (m, 2H). *sVr£h 

Example 3 (3) z-y 

(9P, 11a, 13E, 15a)-9-fluoro-11,15-dihydroxy-16-(3-methoxym 
30 acid 

[0119] 



35 



AO 




OMe 



45 



50 



' TLC: Rf 0.51 (chloroform : methanol = 9:1); 
NMR (CDCI3) : 5 7.3-7.1 (m, 4H), 5.68 (dd, J=15, 6 Hz, 1 H), 5.51 (dd, J=15, 9 Hz, 1H), 4.9-4.6 (m, 1H), 4.44 (s, 
2H), 4.42 (q, J=6 Hz, 1H), 3.96 (q, J=9 Hz, 1H), 3.42 (s, 3H), 3.8-2.6 (br, 3H), 2.90 (dd, J=14, 6 Hz, 1 H), 2.82 (dd, 
J=14, 6 Hz, 1H), 2.65-2.2 (m, 7H), 2.1-1.5 (m, 7H). 



55 
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Example 3 (4) 

(11 a, 1 3E, 1 5a)-9-oxo-1 1 , 15-dihydroxy-1 6-(3-ethoxymethylphenyl)-1 7,1 8, 1 9,20-tetranor-5-thiaprost-13.enoic acid 
5 [0120] 




20 TLC: Rf 0.06 (chloroform : methanol=9 : 1); 

NMR (300 MHz, CDCI 3 ) o 7.29-7.11 (m. 4H), 5.76 (dd, J = 15.0, 5.4 H2, 1 H), 5.53 (dd, J = 15 0 8 1 Hz 1H) 4 5V 

T\ 3 "l'?t 8 ' 3 - 90 iW " 1 H) ' 3 59 (q> ' = 6 9 HZ ' 2H) ' 2 95 - 2 - 80 (m ' 2H )« Z76 - 2 ' 16 ( m » 1 0H)/l .94-1 .62 (m. 4H), 
i .^:d (t, J — 7.2 Hz, 3H) 

25 Example 3 (5) 

(11a, 13E, 15a)-9-oxo-11 J5.aihydrcxy06-(3-n-propyloxymethylphen 
[0121] 

30 




TLC: Rf 0.12 (chloroform : methanol=9 : 1); 

NMR (300 MHz, CDCI 3 ) : 6 7.31 -7:1 1 (m, 4H), 5.76 (dd, J = 15.3, 5.7 Hz, 1 H), 5.54 (dd, J = 15.3, 8 4 Hz 1 H) 4 60- 
4*0 (m, 3H>, 3.98-3.90 (m, 1H), 3.41 (t, J= 6.9 Hz, 2H), 2.95-2.16 (m, 12H), 1.94-1.59 (m, 6H), 0.95 (t, J = 7.5 Hz, 
3H). * 



50 



55 
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Example 3 (6) 



(1 1 a, 1 5a, 1 3E)-9-oxo-1 1 ,1 5-di hydroxy- 1 6-methyl-1 6-(3-methoxymethylphenyl)-1 7,1 8,1 9,20-tetranor-5-thiaprost-1 3- 
enoic acid 

[0122] 



10 



15 




HO 



TLC: Rf 0.17 (chloroform : methanol=9 : 1); 

NMR (300 MHz, CDCI 3 ): S 7.36-7.1 1 (m, 4H), 5.76 and 5.70 (dd, J= 15.0, 8.0 Hz, 1H), 5.53 and 5.48 (dd, d = 15.0, 
6.0 Hz, 1H), 4.50-4.39 (m, 2H), 4.36-4.26 (m, 1H), 3.98-3.75 (m, 1H), 3.44 (s, 3H), 3.02-1.60 (m, 17H), 1.37 and 
1.30 (d, J = 7.0 Hz, 3H). 

25 

Example 3 (7) 

(15a, 13E)-9-oxo-15-hydroxy-16-(3-meth^ acid 
30 [0123] 



o 



35 




45 TLC: Rf 0.51 (chloroform : methanol=9 : 1); 

NMR (300MHz, CDCl 3 ): 5 7.3-7.1 (m, 4H), 5.75-5.6 (m, 2H), 4.45 (s, 2H), 4.45-4.4 (m, 1 H), 4.0-2:8 (br), 3.42 (s, 
3H), 2.89 (dd, J = 14, 5Hz, 1H) f 2.79 (dd, J = 14, 8Hz, 1H), 2.7-2.3 (m, 8H), 2.3-2.0 (m, 3H), 2.0-1.5 (m, 5H). 



50 



55 
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Example 3 fa) 



(11 a, 1 5a, 1 3E)-9-oxo-t 1 ,1 5-dihydroxy-1 6-(3-methyl-4-hydroxyphenyl)-1 7,1 8,1 9,20-tetranor-5-thiaprost-1 3-enoic acid 
5 [0124] 



10 



15 




HO 



OH 



20 



25 



TLC: Rf 0.21 (chloroform : methanol=9 ■ 1)- 

rrss^T * -*««- * »* - 3 h,, 8 „.,,„ 

R eference Example 17 
4-iodobutanoic acid methyl ester 
[0125] 



30 



"COOMe 



35 



40 



45 



Thl mivt„ r ° ?° n , ° f methy ' 4 - chl0robut y'ate (145.5 g) in acetone (1 100 ml), sodium iodide (320 g) was added 

Ind ? Tk W ' th Stirrin9 f ° r 1 1 h0UrS - After reaction - the reaction ™*™ was cooled to room 'ZeZ 

and filtered by Cehte. The filtrate was concentrated under reduced pressure. To the residue a mixture of e hvTacJltl 
water (500 ml + 500 ml) was added. The mixture was extracted with ethyl acetate V ^ 

™,?«L T5 6 °r 9 . aniC f W3S WaShed a " aqueous saturated solution ° f sod ^ thiosulfate (300 ml) and an aoue 

dSlSXl 5 h" ,T diUm Ch ' 0ride Suocessive 'V »«* dried over anhydrous magnesium su fate The Sven^wa" 
distilled off under reduced pressure to obtain the title compound (236.5 g). 

TLC: Rf 0.36 (hexane : ethyl acetate = 9 • 1)- 

NMR (200MHz, CDCI 3 ): 8 3.69 (s, 3H), 3.24 (t, J = 6.8 Hz, 2H), 2.46 (t, J = 7.0 Hz, 2H), 2.13 (tt, J = 7.0, 6.8 Hz, 2H). 



50 



55 
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Reference Example 1 8 
3-bromomethylphenylacetic acid 
5 [0128] 



10 




COOH 



15 [0129] To a solution of 3-methylp he nyi acetic acid (125 g) in tetrachloro methane (1660 ml), N-brornosuccinimide 
(148 g) and 2,2'-azobisisobutyronitrile (AIBN; 1.37 g) were added. The mixture was refluxed with heating. After termi- 
nation of reaction, the solution was cooled with ice. The white precipitate was filtered by glass-filter. The filtrate was 
washed by tetrachloro methane. The filtrate together with washing liquid was concentrated. The obtained residue was 
dissolved into ethyl acetate. Thereto, hexane was added. The mixture was crystallized to obtain the title compound (59 

20 g). 

TLC: Rf 0.58 (hexane : ethyl acetate = 1:1+1% acetic acid); 

NMR (200MHz, CDCI 3 ): 8 7.36-7.18 (m. 4H), 4.48 (s, 2H), 3.66 (s, 3H). 

25 Reference Example 19 

3-methoxymethylphenyl acetic acid 

[0130] 




COOH 



40 [0131] Under an atmosphere of argon gas, to sodium methoxide (160 g), methanol (800 ml) was added with stir- 
ring. Thereto, a solution of 3-bromomethylphenylacetic acid (226 g; prepared in Reference Example 18) in methanol 
(3200 ml) was added. The mixture was refluxed for 20 minutes. After the temperature of mixture became to room tem- 
perature, methanol was distilled off. The residue was poured into 2N HCl. Thereto, ethyl acetate was added. The 
organic layer was washed by an aqueous saturated solution of sodium chloride, dried over anhydrous magnesium sul- 

45 fate and concentrated to obtain the title compound (176.3 g). 

TLC: Rf 0.58 (hexane : ethyl acetate =1:1+1% acetic acid); 

NMR (200MHz, CDCI 3 ) : 5 7.38-7.18 (m, 4H), 4.45 (s, 2H), 3.65 (s, 2H), 3.39 (s, 3H). 



41 
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N-methoxy-N-methyl-(3-methoxymethylphenyl)acetic acid amide 
5 [0132] 




15 



25 



30 



35 



[0133] Under an atmosphere of argon gas, to a solution of 3-methoxymethylphenylacetic acid M 76 1 a- nr^n B rPd in 
^ererence bxample 19) in methylene chloride (2500 ml), methylmethoxyamine - hydrochloride (289 g) f-hvdroxvben- 
^r Z TJ H °^ ™ n °y« rate < 166 9) and 1-ethyl-3-[3-(dimethylamino) propyljcarbodiimide monohydrochloride 
(EDC 284 mg) were added successively. Thereto, N-methylmorpholin (325 ml) was added. The mixture was stirred at 
room temperature. 

I0 J!?1! , Aft6r 11 h ° UrS ' t0 thS miXtUre> EDC mon °hydrochloride (94.7 g) and N-methylmorpholin (54 0 ml) were 
added. In addition, the mixture was stirred for 2 hours. The reaction mixture was filtered. The solvent was distilled off 
under reduced pressure. Thereto, water (600 ml) and ethyl acetate (600 ml) were added. After they were dissolved 
entirely, the mixture was poured into 2N HCI (2000 ml). This mixture was filtered to remove hydrochloride The filtrate 
was separated. The organic layer was washed by 2N HCI, water, an aqueous saturated solution of sodium hydrogen- 
carbonate and an aqueous saturated solution of sodium chloride successively and concentrated under reduced pres- 
sure to obtain the title compound (crude product; 200 g). 

TLC: Rf 0.58 (ethyl acetate); 

NMR (200MHz, CDCI 3 ) : 8 7.36-7.18 (m, 4H), 4.44 (s, 2H), 3.78 (s, 2H), 3.61 (s, 3H), 3.38 (s, 3H), 3.20 (s, 3H). 
Reference Example 21 

dimethyl 3-(3-methoxymethylphenyl)-2-oxopropylphosphonate 
[0135] 



40 




45 



50 



55 



[0136] Under an atmosphere of argon gas, a solution of dimethyl methylphosphonate (DMMP; 1 47 g) in anhvdrous 
toluene (1500 ml) was cooled to -74°C. Thereto, n-butyllithium (714 ml; 1.52 M in hexane) was added for 1 hour. The 
mixture was stirred for 1 hour. Thereto, a solution of N-methoxy-N-methyl-(3-methoxymethylphenyl)acetic acid amide 
(200 g; prepared in Reference Example 20) in anhydrous toluene (400 ml) was added for 30 minutes In addition the 
mixture was stirred for 2 hours. Thereto, acetic acid (73.5 ml) was added. The mixture was heated to room temperature 
and poured into water. The organic layer was separated. The organic layer was washed by water and an aqueous sat- 
urated solution of sodium chloride successively, dried over anhydrous magnesium sulfate and concentrated under 
reduced pressure. The residue was purified with silica gel column chromatography to obtain the title compound (206.5 



TLC: Rf 0.22 (ethyl acetate); 

NMR (200MHz, CDCI 3 ) : 8 7.38-7.1 1 (m, 4H), 4.45 (s, 2H), 3.90 (s, 2H), 3.82 (s, 3H), 3.77 (s, 3H), 3.40 (s, 3H), 3.1 1 
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(d, J = 23 Hz, 2H). 
Reference Example 22 
5 (iS,5R,6S,7R)-3-oxo-6-formyl-7-(2-tetrahydropyra^ 
[0137] 



10 



15 




20 

[0138] To a solution of (1 S,5R,6R JR)-3-oxo-6-hydroxymethyl-7-(2-tetrahydropyranyloxy)-2-oxabicy- 
cio[3.3.0]octane (140.5 g; J. Am. Chem. Soc, 98, 1490 (1971)) in ethyl acetate (4100 ml), water (410 ml), sodium ace- 
tate (134.9 g), potassium bromide (6.53 g) and 2,2,6, 6-tetramethy 1-1 -piperidinyioxyradical (TEMPO; 2.14 g) were 
added. The mixture was cooled with sodium chloride-water. The reaction mixture was stirred vigorously. Thereto, a 
25 . solution of 10% sodium hypochlorous acid (302 mt) which was saturated with sodium hydro gencarbon ate wast'added 
at a dropwise for 40 minutes. After reaction, the organic layer was washed by an aqueous saturated solution of sodium 
chloride, dried over anhydrous magnesium sulfate and concentrated under reduced pressure to obtain the title' com- 
pound (113.6 g). 

30 TLC: Rf 0.60 (ethyl acetate : acetic acid = 100 : 1); 

NMR (300MHz, CDCI 3 ) : 6 9.73 (m, 1H), 5.11-5.00 (m, 1H), 4.81-4.51 (m, 2H), 3.92-3.79 (m, 1H), 3.59-3.35 (m, 
2H), 3.20-3.03 (m, 1H), 2.90 and 2.87 (each dd, J = 18, 6.2 Hz and J = 18,6.3 Hz, 1H), 2.57 and 2.44 (each dd, 
= 18, 3.2 Hz and J = 18, 3.2 Hz, 1H), 2.40-2.30 (m, 1H), 1.97-1.42 (m, 7H). 

35 Reference E xample 23 

(1 S,5R, 6R,7R)-3-oxo-6-(4-(3-methoxymethylphenyl)-3-oxo-1 -butenyl)-7- (2-tetrahydropyranyloxy)-2-oxabicy- 
clo[3.3.0]octane 

40 [0139] 




55 



[0140] Under an atmosphere of argon gas, a suspension of sodium hydride (5.08 g; 62.5%) in anhydrous THE 
(2000 ml) was cooled with water bath. Thereto, a solution of dimethyl 3-(3-methoxymethylphenyl)-2-oxopropylphospho- 
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nate (42.7 g; prepared in Reference Example 21 ) in anhydrous THF (1 000 ml) was added dropwise for 15 minutes The 
man. was st,rredfor 1 hour. Thereto, a solution of (1S,5R.6S,7R)-3-o X o-64^ 

ruSrreV; 1 ^ ^ir ed in Reference Exampie 23) in ™ < 8 °° ** - ^~^ e 



s [0141] To the reaction mixture, acetic acid (51 ml) was added. The mixture was poured into water The reaction mix 

ride 7^Z?:TT 6thyl aC6tate - ° rganiC ,ayer W3S W9Shed by an "^saturated od ch lo- 

Si r T T anh y dr0US sulfate and concentrated under reduced pressure. The residue was purified with 

s.l.ca gel column chromatography (hexane : ethyl acetate = 1 : 1 ) to obtain the title compound (143.0 g). 

io TLC: Rf 0.52 (hexane : ethyl acetate = i : i )• 

^^ 2 oo°oT' CDC,3) : 6 7 * 38 " 7 ' 07 (m ' 4H) ' 6 ' 71 (m ' 1 H >' 6 ' 22 ( m ' 1 H >' 4 - 97 (m, 1 H), 4.68-4.51 (m 1 H) 4 44 (s 
2H), 4.22-3.92 (m, 1H), 3.88-3.34 (m, 2H), 3.81 (s, 2H), 3.40 (s. 3H), 2.88-2.03 <m, 6H), 1 .98-1 .32 ^, 6H) 



Referenc e Example 9A 

(1S,5R,6R,7R)-3-oxo-6-(4-(3-methoxymethylphenyl)-3S-hydro^ 

cio[oj.a.ujoctane ' 3 



[0142] 

20 




35 



45 



50 



55 



SHwL ^"f 6 ' a " f™ s P here of ar 9° n Sas, to a suspension of lithium aluminum hydride (13.0 g) in anhydrous THF 
(760 ml), a solution of anhydrous ethanol (15.0 g) in anhydrous THF (90 ml) was added dropwise for 12 minutes The 

dTowfseTr 1 T V° ' ^ * ^ & in anhydrous^THF (200 m" was "died 

dropwise for 1 hour. The mixture was stirred for 1 hour. 

[0144] The mixture was cooled to -72 °C. Thereto, a solution of (1S,5R,6R,7R)-3-oxo-6-(4-(3-methoxvmethvlDhe- 
ny ) : 3-oxo-1-bute n yl ) -7-(2-tetrahydropy ra nyloxy)-2-oxabicyclo t 3.3.0]octane (30.0 g prepared in R^fere3 Examote 
23) ,n anhydrous THF (21 0 ml) was added dropwise for 30 minutes. The mixture washed for 1 hour " 
[0145] To the reaction mixture, methanol (75 ml) was added dropwise for 1 0 minutes. The bath was removed To 
the mixture sodium hydrogen tartrate (1500 ml; 0.5 M) was added at -30'C. The mixture was heated to room tempeT 

ridTdriedo h T 6thyl aCState - ° rganiC ' ayer W3S W3Shed by 3n ^ Ue0US SatUrated ^on of Sum ZZ- 
k ^ ° Ver , anh y drous ™gnes.um sulfate and concentrated under reduced pressure. To the residue ethyl acetate 
hexane (100 m,-230 ml) was added. The mixture was left overnight. The precipitated crystal was S^SX^SSL 
was concentrated. The residue was purified with silica gel column chmmatography (hexane : ethyl aceSe = 1 2 ° 
ethyl acetate) to obtain the title compound (23.1 g; the title compound : 15-epimor = 93.9 : 6.1). ' 

TLC: Rf 0.51 (ethyl acetate); 

NMR (200MHz CDCI 3 ) : 5 7.35-7.07 (m, 4H), 5.61 (dd, J = 16, 5.5 Hz, 1H), 5.50 and 5.48 (each dd J = 1 6 6 5 Hz 
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Reference Example 25 

(1S,5R,6R,7R)-3-oxo-6-(4-(3-methoxymethylphenyl)-3S-^ 
loxy)-2-oxabicyclo[3.3.0]octane 

[0146] 



10 



15 




[0147] Under an atmosphere of argon gas, to a solution of (1S,5R,6R,7R)-3-oxo-6-(4-(3-methoxymethylphenyl)- 
3S-hydroxy-1-butenyl)-7-(2-tetrahydropyranyloxy)-2-oxabicyclo[3.3.0]octane (114.7 g; prepared in Reference Example 
25 24) in methylene chloride (1000 ml), dihydropyran (37.7 ml) and tosylic acid monohydrate (524 mg) were added/ The 
mixture was stirred for 1 hour. To the reaction mixture, tri ethyl amine was added at 0 °C. The mixture was concentrated 
under reduced pressure. The residue was purified with silica gel column chromatography (hexane : ethyl acetate = 2 : 
1 -1 : 1-1 : 2) to obtain the title compound (126.9 g). 

30 TLC: Rf 0.51 , 0.45 (hexane : ethyl acetate = 1 : 2); 

NMR (200MHz, CDCI 3 ) : 57.32-7.02 (m, 4H), 5.63-5.23 (m, 2H), 4.89 (m, 1H), 4.70-4.46 (m, 1H),4.42 (s, 2H), 4.35- 
3.1 8 (m, 6H), 3.39 (s, 3H), 3.07-1 .94 (m, 8H), 1 .88-1 .20 (m, 1 2H). 

Reference Example £6 

35 

(9a, 11a, 15a, 13E)-6,9-dihydroxy-1 1 ,15-bis(2-tetrahydropyranyloxy)-16-(3-methoxymethylphenyl)- 
1 ,2,3,4,5, 1 7, 1 8, 1 9,20-nonanorprosM 3-en 

[0148] 



45 




[0149] Under an atmosphere of argon gas, lithium aluminum hydride (7.68 g) was cooled with ice. Thereto, anhy- 
55 drous THF (500 ml) was added. Thereto, a solution of (1S,5R,6R,7R)-3-oxo-6-(4-(3-methoxymethylphenyl)-3S-(2-tet- 
rahydropyranyloxy)-1-butenyl)-7-(2-tetrahydropyranyloxy)-2-oxabicyclot3.3.0]octane (126.7 g; prepared in Reference 
Example 25) in anhydrous THF (500 ml) was added dropwise for 1 .5 hours at 2°C. The mixture was stirred for 1 0 min- 
utes. To the reaction mixture, diethyl ether (750 ml) and an aqueous saturated solution of sodium sulfate (70 ml) were 
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added. The mixture was stirred for 20 minutes at room temperature and filtered by Celite. The filtrate was concentrated 
under reduced pressure to obtain the title compound (133.8 g). concentrated 

TLC: Rf 0.36 (ethyl acetate : acetic acid = 50 : 1); 

NMR (200MHz, CDCI 3 ):8 7.30-7.06 (m, 4H), 5.64-5.24 (m, 2H), 4.77-4.53 (m 2H) 4 41 (s 2H) 4 46 3 2R ,m qh\ 
3.39 (s, 3H), 3.09-2.68 (m, 2H), 2.50-1.94 (m, 4H), 1.91-1.17 (m, 12H). ' 1 ^ 9H) ' 

Reference Example ?7 



10 



[0150] 




[0151] Under an atmosphere of argon gas, a solution of (9a, 1 1a, 15a, 13E)-6,9-dihydroxy-1 1 15-bisf2-t e trahvri m 
pyranyloxy)-l6-(3-methoxymethyl P henyl)-1,2,3,4,5,17,18,19,20-nonanorprost-13-en (S14^p«bm2mS fltafe^ 
30 ^n^EZFX (6 °° I" t0 - 25 ° C Theret °- ^°P-Py'ethy.amin 9 e <K " ) was a2 S3 
roi sS' 7« ( ° W3S 3dded theret ° f ° r 2 minutes - 1716 mixture was stirred for 3 ° minutes at -1 o°C 

1 JJ^L consumption of the product used for reaction, at -1 0 °C, dilsopropylethylamine (35 5 m n "«*« 

{oMtou^af-loS trimethy ' Si,yl Ch ' 0ride (15 - 5 ^ 3dded dr ° PWiSe *ereto P for P LinS: ThS £ 
35 [0153] After termination of reaction, thereto, potassium carbonate (84.6 g) was added at -1 0°C and then a SO i„ti™ 
of potassium thioacetate (34.9 g) in anhydrous DMF (1200 ml) was added dropwise for 1 houJ aT i Tc The m 2e 
was stirred for 1 8 hours at room temperature. Thereto, water (2000 ml) was added. The mixture was extracted wrth mix 
^neethy, acetate (1 : 1 ). The organic layer was washed by water and an aqu^s «d^u«on" 

TLC: Rf 0.57, 0.53 (hexane : ethyl acetate = 2:1). 
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Reference Example 28 

(9a, 11a, 15a, 13E)-9-hydroxy-1 1 ,15-bis(24etrahydropyranyloxy)-16-(3-methoxymethylpheny!) -17,18,19,20-tetranor- 
5-thiaprost-13-enoicacid • methyl ester 

[0154] 




20 

[0155] Under an atmosphere of argon gas, to anhydrous THF (200 ml), potassium t-butoxide (27.5 g) was added. 
Thereto, anhydrous methanol (200 ml) was added dropwise for 6 minutes. The mixture was stirred for 10 minutes. To 
the reaction solution, a solution of (9ri. 11a. 15a, 13E)-6-acetylthio-9-trimethylsilyloxy-1 1 ,15-bis (2-tetrahydropyrany> 
loxy)-16-(3-methoxymethylDheny)-l.2.3.4.5.17,18,19,20-nonanorprost-13-en (63.5 g; prepared in Reference Example 

25 27) and 4-iodobutano'»c acid methyl ester (55.8 g; prepared in Reference Example 17) in anhydrous THF (400*mi) was 
added dropwise for 25 mtnutes The mixture was stirred for 30 minutes. The reaction mixture was poured into an aque- 
ous saturated solution of ammonium chloride (1 000 ml) and extracted with ethyl acetate. The organic layer was washed 
by water and an aqueous saturated sol jtion of sodium chloride successively, dried over anhydrous magnesium sulfate 
and concentrated under reduced pressure. The residue was purified with silica gel column chromatography (hexane- 

30 ethyl acetate) to obtain the title compound (51 .3 g). 

TLC: Rf 0.39 (hexane : etnyl acetate = 1:2); 

NMR (300 MHz, CDCI 3 ) : o 7.31-7.07 (m, 4H), 5.65-5.29 (m, 2H), 4.75-4.59 (m, 2H), 4.43 (s, 2H), 4.31,3.19 (m, 
7H), 3.67 (s, 3H), 3.37 (s. 3H). 3.00-2.70 (m, 2H), 2.65-2.03 (m, 1 0H), 2.01-1 .28 (m, 1 6H). 

35 

Reference Example 29 

(11a, 15a, i3E)-9-oxo-11.i5-bis(2-tetrariydropyranyloxy)-16-(3-methoxymetr^ 
aprost-13-enoic acid • methyl ester 

40 

[0156] 




[0157] Under an atmosphere of argon gas, to a solution of (9a, 11a, 15a, 13E)-9-hydroxy-1 1 ,15-bis (2-tetra hydro - 
pyranyloxy)-16-(3-methoxymethylphenyl)-17,18,19,20-tetranor-5-thiaprost-13-enoic acid • methyl ester (120.0 g; pre- 
pared in Reference Example 28) in anhydrous DMSO (500 ml), triethylamine (161 ml) was added. Thereto, a solution 
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of sulfur trioxide-pyridine complex (92.0 g) in anhydrous DMSO (300 ml) was added for 10 minutes in water bath. The 
mixture was stirred for 1 hour at room temperature. To the reaction mixture, triethylamine (161 ml) and sulfur trioxide- 
pyridine complex (92.0 g) were added again. The mixture was stirred. 

[0158] The reaction mixture was poured into a cooled mixture solution of hexane-ethyl acetate-water (500 ml - 500 
5 ml - 2000 ml) and extracted with hexane-ethyl acetate (1:1). The organic layer was washed by 1 N HCI, water, an aque- 
ous saturated solution of sodium hydrogencarbonate and an aqueous saturated solution of sodium chloride succes- 
sively, dried over anhydrous magnesium sulfate and concentrated under reduced pressure. The residue was distilled 
with toluene to obtain the title compound (121 .8 g). 

w TLC: Rf 0.47 (hexane : ethyl acetate = 1 : 1 ). 

Example 4 

(11a, 15a, 13E)-9-oxo-11,15-dihydroxy-16-(3-methox • 
15 methyl ester 

[0159] 




[0160] A solution of (9a, 11a, 15a, 13E)-9-hydroxy-1 1,15-bis(2-tetrahydropyranyloxy)-16-(3-methoxymethylphe- 
nyl)-17,18,19,20-tetranor-5-thiaprost-13-enoic acid • methyl ester (121.8 g; prepared in Reference Example 29) in a 
mixture of acetic acid-THF-water (480 ml - 80 ml - 240 ml) was stirred for 1 .5 hours at 70°C. The reaction mixture was 
35 cooled with ice and poured into water (1000 ml). 

[0161] The mixture was extracted with ethyl acetate. The organic layer was washed by water and an aqueous sat- 
urated solution of sodium chloride successively, dried over anhydrous magnesium sulfate and concentrated under 
reduced pressure. The residue was purified with silica gel column chromatography (ethyl acetate-hexane ethyl ace- 
tate-methanol) to obtain the title compound (32.7 g). 

40 

TLC: Rf 0.29 (ethyl acetate : acetic acid = 50 : 1); 

NMR (500MHz, CDCI 3 ):5 7.29 (t, J = 7.8 Hz, 1H), 7.20 (s, 1H), 7.17 (d, J = 7.8 Hz, 1H), 7.13 (d, J = 7.8 Hz, 1H), 
5.73 (dd, J = 15, 6.5 Hz, 1H), 5.53 (ddd, J = 15, 9.0, 1.0 Hz, 1H), 4.46-4.39 (m, 2H), 4.38 (m, 1H), 3.94 (m, 1H), 
3.67 (s, 3H), 3.41 (s, 3H), 2.88 (dd, J = 14, 5.5 Hz, 1H), 2.82 (dd, J = 14, 7.3 Hz, 1H), 2.70 (ddd, J = 19, 7.4, 1.1 
45 Hz, 1 H), 2.62-2.49 (m, 2H), 2.49 (t, J = 7.0 Hz, 2H), 2.42 (t, J = 7.3 Hz, 2H), 2.30 (m, 1 H), 2.25 (dd, J = 1 9, 1 0 Hz, 

1H), 2.18 (m, 1H), 1.93-1.83 (m, 3H), 1.72-1.63 (m, 1H); 
Optical rotation : [a] D 26 - 5 -40.3 (c=0.625, CHCI 3 ). 
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Reference Example 30 

(1S,5R,6R7R)-3-oxo-6-(4-(3-methoxy^^ 
2-oxabicyclo[3.3.0)octane 

[0162] 




[0163] Under an atmosphere of argon gas, to a solution of (1S f 5R,6R,7R)-3-oxo-6-(4-(3-methoxymethylphenyl)- 
3S-(2-tetrahydropyranyloxy)-1-butanyl)-7-^ 000 m 9; prepared in 

25 Reference Example 25) in methanol (2.0 ml), paradium-carbon (10 mg; 10%) was added. Under an atmosphere of 
hydrogen gas, the reaction mixture was stirred for 2.5 hours at room temperature. The reaction mixture was filtered by 
Celite. The filtrate was concentrated. The residue was purified with column chromatography (hexane : ethyl acetate = 
2/1-1/1) to obtain the title compound (74 mg). 

30 TLC: Rf 0.30 (hexane : ethyl acetate =1 : 1); 

NMR (CDCI 3 , 300MHz): 8 7.35-7.08 (m, 4H), 4.98-4.94 (m, 1H), 4.70-4.59 and 4.39-4.15 (m, 2H), 4.43 (s, 2H), 
4.09-3.75 (m, 3H), 3.60-3.29 (m, 6H), 3.02-2.12 (m, 6H), 2.09-1.40 (m, 18H). 



35 

(11a, 15a)-9-oxo-11 j5-dihydroxy-16-(3-methoxymethylphenyl)-17J8 l 19,20-tetranor-5-thiaprostanolc acid • methyl 
ester 

[0164] 

40 



45 




50 

[0165] By the same procedures described in Reference Examples 26 to 29 and Example 4 using a compound pre- 
pared in Reference Example 30, the title compound was obtained. 

55 TLC: Rf 0.29 (ethyl acetate); 

NMR (300 MHz, CDCI 3 ) : 8 7.36-7.16 (m, 4H), 4.45 (s, 2H), 4.15-4.08 (m, 1H), 3.96-3.90 (m, 1 H), 3.67 (s, 3H), 3.42 
(s, 3H), 2.90-2.82 (m, 1H), 2.76-2.51 (m, 6H), 2.44 (t, J = 7.5 Hz, 2H), 2.31-2.23 (m, 1 H), 2.05-1.60 (m, 12H). 
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Example 6 

(1 1 a, 15a)-9-oxo-1 1 ,15-di hydroxy- 1 6-(3-methoxymethylphenyl)-1 7,1 8,1 9,20-tetranor-5-thiaprostanoic acid 
5 [0166] 



10 



15 




[0167] By the same procedures described in Example 3 using a compound prepared in Example 5, the title com- 
20 pound was obtained. 

TLC: Rf 0.25 (chloroform • methanol=9 ■ 1); 

NMR (300 MHz, CDCI 3 ) : o 7.35-7. 12 (m, 4H), 4.46 (s, 2H), 4.17-4.08 (m, 1 H), 4.00-3.90 (m, 1 H), 3 44 (s 3H) 2 91- 
2.82 (m, 1H), 2.78-2.20 (m. 10H). 2.15-1.60 (m, 12H). 

25 

Formulation example 1 

[0168] The following compounds were admixed in conventional method and punched out to obtain 1 00 tablets each 
containing 0.5 mg of active ingredient. 

30 



• (11a, 15a, 13E)-9-oxo-11,15-dihydroxy-16-(3-methoxy-methylphenyl)- 


250 mg (active ingrdient: 50 mg) 


17,18,19,20-tetranor-5-thiaprosM3-enoic acid • methyl ester • a-cyclodextrin 


• Carboxymethylcellulose calcium 


200 mg 


• Magnesium stearate 


100 mg 


♦ Micro crystalline cellulose 


9.2 g 



Formulation example 2 

[0169] The following components were admixed in a conventional method, and the solution was sterilized in a con- 
ventional method, placed 1 ml portions into ampoules and freeze-dried in a conventional method to obtain 100 
45 ampoules each containing 0.2 mg of active ingredient. 



50 


• (11 a, 1 5a, 13E)-9-oxo-1 1 , 1 5-dihydroxy-1 6-(3-methoxy -methylphenyl)- 
17,1 8,1 9,20-tetranor-5-thiaprosM3-enoic acid • methyl ester ■ a-cyclodex- 
trin 


100 mg (active ingredient: 20 mg) 




• Mannitol 


5g 


55 


• Distilled water 


100 ml 
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Claims 

1. A 5-thia-co-substituted phenyl -prostaglandin E derivative of the formula (I) 



1 

(I) 



s 

OH 



(wherein, R 1 is hydroxy, C1-6 alkyloxy or NR 6 R 7 (in which R 6 and R 7 is, each independently, hydrogen 
4 alkyl), 

R 2 is oxo, halogen or O-COR 8 (in which R 8 is C1 -4 alkyl, phenyl or phenyl(C1 -4 alkyl)), 
R 3 is hydrogen or hydroxy, 

R 4a and R 4b is, each independently, hydrogen or CI -4 alkyl, 
R 5 is phenyl substituted with the following substituent(s): 

i) 1 -3 of 

CI -4 alkyloxy-C1-4 alkyl, 
C2-4 alkenyloxy-C1-4 alkyl, 

C2-4 alkynyloxy-C1 -4 alkyl, :*/ 

C3-7 cycloalky1oxy-C1-4 alkyl, 

C3-7 cycloalkyl(C1-4 alkyloxy)-C1 -4 alkyl, 

phenyloxy-C1-4 alkyl, 

phenyl-Cl-4 alkyloxy-C1-4 alkyl, 

C1 -4 alkylthio-C1 -4 alkyl, ". " 

C2-4 alkenylthio-C1 -4 alkyl, 

C2-4 alkynylthio-C1-4 alkyl, 

C3-7 cycloalkylthio-C1-4 alkyl, 

C3-7 cycloalkyl(C1-4 alkylthio)-C1-4 alkyl, 

phenylthio-C1-4 alkyl or 

phenyl-C1-4 alky Ithio-C 1-4 alkyl, 

n> 

C1-4 alkyloxy-C1-4 alkyl and C1-4 alkyl, 
C1 -4 alkyloxy-C1 -4 alkyl and C1 -4 alkyloxy, 
C1-4 alkyloxy-C1-4 alkyl and hydroxy, 
C1-4 alkyloxy-C1-4 alkyl and halogen, 
C1-4 alkylthio-C1 -4 alkyl and C1-4 alkyl, 
C1-4 alkylthio-C1-4 alkyl and C1-4 alkyloxy, 
C1 -4 alkylthio-C1 -4 alkyl and hydroxy or 
C1 -4 alkylthio-C1-4 alkyl and halogen, 

iii) 

haloalkyl or hydroxy-C1-4 alkyl, or 

iv) 

C1 -4 alkyl and hydroxy; and 
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15 



— is single bond or double bond, 

with the proviso that when R 2 is O-COR 8 C8-C9 represents double bond) 
or a non-toxic salt thereof, or a cyclodextrin clathrate thereof. 

2. A compound according to claim 1 , wherein R 1 is hydroxy. 

3. A compound according to claim 1 , wherein R 1 is C1 -6 alkoxy. 

4. A compound according to claim 1, wherein R 1 is NR 6 R 7 (in which all the symbols are as defined in claim 1). 

5. A compound according to claim 1, wherein R 2 is oxo. 

6. A compound according to claim 1 , wherein R 2 is halogen. 

7. A compound according to claim 1, wherein R 2 is O-COR 8 (in which R 8 is as defined in claim 1). 
6. A compound according to claim 1 , wherein R 5 is phenyl substituted with i) 1 ~3 of 

C1-4 alkyloxy-C1 -4 alkyl, 
20 C2-4 alkenyloxy-C1 -4 alkyl, 

C2-4 alkynyloxy-C1 -4 alkyl, 

C3-7 cycloalkyloxy-C1 -4 alkyl, 

C3-7 cycloalkyl(C1-4 alkyloxy)-C1-4 alkyl, 

phenyloxy-C1-4 alkyl, 
25 phenyl-Cl -4 alkyloxy-C1 -4 alkyl, 

C1-4 alkylthio-C1-4 alkyl, 

C2-4 aikenylthio-C1-4 alkyl, 

C2-4 alkynylthio-C1-4 alkyl, 

C3-7 cycloalkylthio-C1-4 alkyl, 
30 C3-7 cycloalkyl(C1-4 alkylthio)-C1-4 alkyl, 

phenylthio-C1-4 alkyl, or 

phenyl-C1-4 alkylthio-C1-4 alkyl. 

9. A compound according to claim 1 , wherein R 5 is phenyl substituted with 

35 

H) 

C1 -4 alkyloxy-C1 -4 alkyl and C1 -4 alkyl, 

C1 -4 alkyloxy-CI -4 alkyl and CI -4 alkyloxy, 
40 C1 -4 alkyloxy-CI -4 alkyl and hydroxy, 

C1 -4 alkyloxy-C1 -4 alkyl and halogen, 

C1-4 alkylthio-C1-4 alkyl and C1-4 alkyl, 

C1 -4 alkylthio-C1-4 alkyl and C1-4 alkyloxy, 

C1 -4 alkylthio-C1-4 alkyl and hydroxy, or 
45 C1 -4 alkylthio-C1 -4 alkyl and halogen. 

10. A compound according to claim 1, wherein R 5 is phenyl substituted with 

iii) 

50 

haloalkyl or hydroxy-C1-4 alkyl. 

11. A compound according to claim 1, wherein R 5 is phenyl substituted with 
55 iv) 

C1 -4 alkyl and hydroxy. 
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12. A compound according to claim 1 , 2, 5 or 8, which is selected from 

(1 ) (1 1 a, 1 3E, 1 5a)-9-oxo-1 1 , 1 5-dihydroxy-1 6-(3-methoxymethyiphenyl)-1 7, 1 8, 1 9,20-tetranor-5-thiaprost-1 3- 
enoic acid, 

(2) (11a, 13E, 15a)-9-oxo-1 1,15-dihydroxy0 6-(3-ethoxymethylphenyl)-17,18,19,20-tetranor-5-thiaprost-13- 
enoic acid, 

(3) (11a, 13E, 15a)-9-oxo-11,15<iihydroxy-16-(3-n-propyloxy^^ 
13-enoic acid, 

(4) (11a, 15a)-9-oxo-1 1 ,15-dihydroxy-16-(3-methoxymethylphenyl)-1 7,18,1 9,2 0-tet ran or-5-thiaprosta noic 
acid, 

(5) (11a, 15a, 13E)-9-oxo-1 1 ,15-dihydroxy-1 6-methyl-1 6-(3-methoxymethylphenyl)-1 7,1 8,1 9,20-tetranor-5-thi- 
aprosM 3-enoic acid, and 

(6) (15a, 13E) -9-oxo-15-hydroxy-16-(3-methoxymethylp^ 
acid. 

13. A compound according to claim 1 , 3, 5 or 8, which is selected from 

(1 ) (1 1 a, 1 3E, 1 5a)-9-oxo-1 1 , 1 5-dihydroxy-1 6-(3-methoxymethyfphenyl)-1 7,18,1 9,20-tetranor-5-thiaprost-1 3- 
enoic acid • methyl ester, 

(2) (1 1 a, 1 3E, 1 5a)-9-oxo-1 1 , 1 5-dihydroxy-1 6-(3-methoxymethylphenyi)-1 7,18,1 9,20-tetranor-5-thiaprost-1 3- 
enoic acid • ethyl ester, 

(3) (1 1 a, 13E, 1 5a)-9-oxo-1 1 ,1 5-dihydroxy-1 6-(3-methoxymethylphenyl)-1 7,1 8,1 9,20-tetranor-5-thiaprost-1 3- 
enoic acid • n-propyl ester, 

(4) (1 1 a, 13E, 1 5a)-9-oxo-1 1 ,1 5-dihydroxy-1 6-(3-methoxymethylphenyl)-1 7,1 8,1 9,20-tetranor-5-thiaprost-1 3- 
enoic acid • i-propyl ester, 

(5) ( 1 1 a, 1 3E, 1 5a)-9-oxo-1 1 , 1 5-dihydroxy-1 6-(3-methoxymethylphenyl)-1 7,18,1 9,20-tetranor-5-thiaprost-1 3- 
enoic acid • n-butyl ester, 

(6) (11a, 13E, 15a)-9-oxo-11,15-dihydroxy-16-(3-ethoxy^ 
enoic acid • methyl ester, 

(7) (1 1 a, 1 3E, 1 5a)-9-oxo-1 1 ,1 5-dihydroxy-1 6-(3-n-propyloxymethylphenyl)-1 7, 1 8,1 9,20-tetranor-5-thiaprost- 
1 3-enoic acid • methyl ester, 

(8) (11a, 13E, l5a)-9-oxo-11,15-dihydroxy-16-(3-methoxymethylphenyl)-17,18,19,20-tetranor-5-thia 
enoic acid • t-butyl ester, 

(9) (1 1 a, 1 5a)-9-oxo-1 1 ,1 5-dihydroxy-1 6-(3-methoxymethylphenyl)-1 7,1 8,1 9,20-tetranor-5-thiaprostanoic acid 
• methyl ester 

(1 0) (1 1 a, 15a, 13E)-9-oxo-1 1 ,15-dihydroxy-1 6-methyl-1 6-(3-methoxymethylphenyl)-1 7,1 8,1 9,20-tetranor-5- 
thiaprost-1 3-enoic acid • methyl ester, and 

(11) (1 5a, 1 3E)-9-oxo-1 5-hydroxy-1 6-(3-methoxymethylphenyl)-1 7, 1 8,1 9,20-tetranor-5-thiaprost-1 3-enoic 
acid • methyl ester. 

14. A compound according to claim 1 , 2, 6 or 8, which is selected from 

(9p, 11a, 13E, 15a)-9-chloro-1 1 J5-dihydro)<y-1 6-(3-methoxym 
13-enoic acid, and 

(9P, 11a, 1 3E, 1 5a)-9-fluoro-1 1 ,1 5-dihydroxy-1 6-(3-methoxymethylphenyl)-1 7,1 8,1 9,20-tetranor-5-thiaprost- 
13-enoic acid. 

15. A compound according to claim 1 , 3, 6 or 8, which is selected from 

(9(3, 11a, 13E, 15a)-9-chloro-1 1,15-dihydroxy-1 6-(3-methoxymethylphenyl)- 17,1 8,1 9,20-tetran or-5-thiaprost- 
1 3-enoic acid • methyl ester, and 

(9(3, 11a, 1 3E, 1 5a)-9-fluoro-1 1 ,1 5-dihydroxy-1 6-(3-methoxymethylphenyl)-1 7, 1 8,1 9,20-tetranor-5-thiaprost- 
1 3-enoic acid • methyl ester. 

1 6. A compound according to claim 1 , 2, 5 or 1 1 , which is selected from 

(11a, 1 3E, 1 5a)-9-oxo-1 1 ,1 5-dihydroxy-1 6-(3-methyl-4-hydroxyphenyl)-1 7,18,1 9,20-tetranor-5-thiaprost-1 3- 
enoic acid, and 
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15 



20 



enoTcacfd' 13E) " 9 " oxo " 11,15 ~ dihydroxy ' 16 ^^ 

17. A compound according to claim 1,3,5 or 1 1 , which is selected from 

enofc acid": l 3 f h ^ 

1 8. A process for producing a compound of the formula (la) depicted hereafter which is characterized by removal of the 
protecting group of a compound of the formula (II) Y removai orxne 




25 



30 



(wherein, R 1 ' 1 is C1-6 alkyloxy, 

S« if a5S^« K°l eCted by 3 Pr0teCt ' m9 9r ° Up ° f hydrOXy which removed under a *dic conditions, 

R_ ^ ts a protecting group which is removed under acidic conditions 

R " is as as defined for R 5 in claim 1 , provided that hydroxy in R^'is protected by a protecting group which is 
removed under acidic conditions, and the other symbols are as defined in claim 1 ) 



under acidic conditions to obtain a compound of the formula (la) 



35 



40 




(la) 



45 



(whar.in, R3 and R= ara as defined in claim 1 , ana tha othar symbols are as datinad horsinbatera). 
a. ' SSTrSS °' « *— ^ — > ^ — — * bydroganoly- 
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1-1 



(la) 



10 



15 (wherein, all the symbols are as defined in claim 1 or 18) 

using an enzyme or under alkaline conditions to obtain a compound of the formula (lb) 



20 



25 




(lb) 



30 



35 



40 



(wherein, all the symbols are as defined hereinbefore). 

20. A process for producing a compound of the formula (Ic) depicted hereafter which is characterized by amidation of 
a compound of the formula (lb) 




(lb) 



OH 



A5 



50 
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(wherein, all the symbols are as defined in claim 1) 
with a compound of the formula (III) 

HNR 6 R 7 

(wherein, all the symbols are as defined in claim 1) 
to obtain a compound of the formula (Ic) 



(III) 
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(IC) 



10 



15 



(wherein, all the symbols are as defined hereinbefore). 

21. A pharmaceutical composition comprising a 5-th ia-w-s instituted phenyl-prostaglandin E derivative depicted in 
claim 1 or non-toxic salt thereof, or cyclodextrin clathrate thereof as an active ingredient. 
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